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Appendix A. Search Strategy

APPENDIX A. OSTEOPOROSIS/BONE MINERAL
DENSITY — SEARCH METHODOLOGIES

DATABASE SEARCHED& TIME PERIOD COVERED:
PubMed — 1966-2005 — Initial search

OTHER LIMITERS:
ENGLISH
HUMAN

SEARCH STRATEGIES:

SEARCH #1a (Specified bisphosphonates)
osteoporosis or osteopenia or osteopaenia or fracture® or bone mineral OR fractures[mh] OR bone density
AND

alendronate* OR fosamax (860)

OR

resindronate* OR actonel (174)

OR

etidronate* OR didronel (623)

OR

ibandronate* OR boniva (93)

OR

pamidronate* OR aredia (412)

OR

zoledronic acid OR zometa (112)

OR

droloxifene™® (13)

TOTAL OF ABOVE SEARCHES - DUPLICATES ELIMINATED: 1757

SEARCH #1b (Other bisphosphonates)

osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fracturesimh] OR bone density
AND

bisphosphonate*

NOT

Results of Search #1a

TOTAL NUMBER OF ITEMS: 687

SEARCH #2a (Specified SERMs)

osteoporosis or osteopenia or osteopaenia or fracture® or bone mineral OR fracturesfmh] OR bone density
AND

raloxifene* OR evista (560)

tamoxifen* OR nolvadex OR emblon OR fentamox OR soltamox OR tamofen (697)

TOTAL OF ABOVE SEARCHES - DUPLICATES ELIMINATED: 784

SEARCH #2b (Other SERMs)
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osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fracturesimh] OR bone density
AND

selective estrogen receptor modulators OR serm OR serms

NOT

Results of Search #2a

TOTAL NUMBER OF ITEMS: 186

SEARCH #3 (Calcitonin)

osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fractures[mh] OR bone density
AND

calcitonin®* OR miacalcin OR calcimar OR cibacalcin

NOT

pth OR parathyroid hormone

TOTAL NUMBER OF ITEMS: 1078

SEARCH #4 (PTH)

osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fractures[mh] OR bone density
AND

pth OR parathyroid hormone

TOTAL NUMBER OF ITEMS: 3787

SEARCH #5 (Teriparatide)

osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fracturesimh] OR bone density
AND

teriparatide OR forteo

TOTAL NUMBER OF ITEMS: 182

SEARCH #6 (Exercise)

osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fractures[mh] OR bone density
AND

(exercise[mh] OR exercis*[ti] OR physical fitness OR physically fit OR physical activity)

NOT

Results of previous searches

TOTAL NUMBER OF ITEMS: 2832

SEARCH #7 (Letrozole)

osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fractures[mh] OR bone density
AND

letrozole OR femora

NOT

Results of previous searches

TOTAL NUMBER OF ITEMS: 356

SEARCH #8 (AMG 162)
osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fracturesimh] OR bone density
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AND
amgl62 OR amg 162

TOTAL NUMBER OF ITEMS: 2

SEARCH #9 (Ospemifene)

osteoporosis or osteopenia or osteopaenia or fracture® or bone mineral OR fractures[mh] OR bone density
AND

ospemifene™

TOTAL NUMBER OF ITEMS: 6

SEARCH #10 (Strontium ralenate)

osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fracturesimh] OR bone density
AND

strontium ralenate*

NOT

Results of previous searches

TOTAL NUMBER OF ITEMS: 167

SEARCH #11(Testosterone)

osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fracturesimh] OR bone density
AND

testosterone

TOTAL NUMBER OF ITEMS: 904

SEARCH #12 (Tiludronate)

osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fractures[mh] OR bone density
AND

tiludronate OR skelid

TOTAL NUMBER OF ITEMS: 38

SEARCH #13 (Toremifene)

osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fracturesimh] OR bone density
AND

toremifene™

TOTAL NUMBER OF ITEMS: 27
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OSTEOPOROSIS/OSTEOPENIA & THERAPIES - OTHER DATA BASES - INITIAL
SEARCHES

DATABASE:
EBM Reviews On OVID (Cochrane Database of Systematic Reviews, DARE, Controlled Trials Register, and ACP
Journal Club databases)

DATE LIMITERS — None

SEARCH STRATEGY::
NOTE: “mp.” is a group field indicator in OVID. The fields searched are:
Title, Short Title, Abstract, Text Word, Keyword, Heading Word, Caption Text, MESH heading

osteoporosis or osteopenia or osteopaenia or fracture$ or bone mineral.mp.
AND

bisphosphonate$.mp. 258

alendronate$ or fosamax.mp. 294

resindronate$ or actonel.mp. 1

etidronate$ or didronel.mp. 153

ibandronate$ or boniva.mp. 35

pamidronate$ or aredia.mp. 105

zoledronic acid$ or zometa.mp. 19

selective estrogen receptor modulator$ or serm$.mp. 108

raloxifene or evista.mp. 141

tamoxifen or nolvadex or emblon or fentamox or soltamox or tamofen.mp. 80
droloxifene.mp. 1

calcitonin$ or miacalcin or calcimar or cibacalcin.mp. 311

parathyroid hormone$ or pth.mp. 366

teriparatide or forteo.mp. 26

exercis$.mp. and (calcium or vitamin d).mp. 140

ALL RECORDS WERE IMPORTED INTO PROCITE AND DUPLICATES WERE REMOVED. TOTAL NUMBER OF
UNIQUE ITEMS: 1390
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OSTEOPOROSIS / LOW BONE DENSITY
(SEARCHES PERFORMED AFTER DRAFT REPORT FEEDBACK)

DATABASE SEARCHED& TIME PERIOD COVERED:
PubMed — 1966-2006

OTHER LIMITERS:
ENGLISH
HUMAN

SEARCH STRATEGIES:

SEARCH #1A (Bisphosphonates & Breast Cancer)
bisphosphonate*

AND

breast neoplasms OR breast cancer|[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 41

SEARCH #1B (Bisphosphonates & Colon Cancer)
bisphosphonate*

AND

colonic neoplasms OR colon cancer[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 5

SEARCH #1C (Bisphosphonates & Lung Cancer)
bisphosphonate*

AND

lung neoplasms OR lung cancerftiab]

AND

observational OR cohort* OR case control* OR case report™®

NUMBER OF ITEMS RETRIEVED: 5

SEARCH #1D (Bisphosphonates & Osteosarcoma)
bisphosphonate*

AND

osteosarcoma*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 2
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SEARCH #1E (Bisphosphonates & Esophageal Ulcer)
bisphosphonate*

AND

(esophagus OR esophageal) AND ulcer*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #1F(Bisphosphonates & PUBS)
bisphosphonate*

AND

perforation®* OR ulcer* OR bleed*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 7

SEARCH #1G(Bisphosphonates & Osteonecrosis)
bisphosphonate*

AND

osteonecrosis

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 29

SEARCH #2A(Alendronate & Breast Cancer)
alendronate*

AND

breast neoplasms OR breast cancer[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 9

SEARCH #2B(Alendronate & Colon Cancer)
alendronate*

AND

colonic neoplasms OR colon cancer[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #2C(Alendronate & Lung Cancer)
alendronate*

AND
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lung neoplasms OR lung cancer[tiab]
AND
observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 2

SEARCH #2D(Alendronate & Osteosarcoma)
alendronate*

AND

osteosarcoma*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #2E(Alendronate & Esophageal Ulcers)
alendronate*

AND

(esophagus OR esophageal) AND ulcer*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 8

SEARCH #2F(Alendronate & PUBS)
alendronate*

AND

perforation®* OR ulcer* OR bleed*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 20

SEARCH #2G(Alendronate & Osteonecrosis)
alendronate*

AND

osteonecrosis

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 4

SEARCH #3A(Etidronate & Breast Cancer)
etidronate™

AND

breast neoplasms OR breast cancer[tiab]

AND

observational OR cohort* OR case control* OR case report™
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NUMBER OF ITEMS RETRIEVED: 2

SEARCH #3B(Etidronate & Colon Cancer)
etidronate*

AND

colonic neoplasms OR colon cancer[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #3C(Etidronate & Lung Cancer)
etidronate*

AND

lung neoplasms OR lung cancer[tiab]

AND

observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #3D(Etidronate & Osteosarcoma)
etidronate*

AND

osteosarcoma*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #3E(Etidronate & Esophageal Ulcers)
etidronate*

AND

(esophagus OR esophageal) AND ulcer*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 4

SEARCH #3F(Etidronate & PUBS)
etidronate*

AND

perforation* OR ulcer* OR bleed*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 9
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SEARCH #3G(Etidronate & Osteonecrosis)
etidronate®

AND

osteonecrosis

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #4A(lbandronate & Breast Cancer)
ibandronate*

AND

breast neoplasms OR breast cancer|[tiab]

AND

observational OR cohort* OR case control* OR case report™*

NUMBER OF ITEMS RETRIEVED: 4

SEARCH #4B(lIbandronate & Colon Cancer)
ibandronate*

AND

colonic neoplasms OR colon cancer[tiab]

AND

observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #4C(lbandronate & Lung Cancer)
ibandronate*

AND

lung neoplasms OR lung cancer[tiab]

AND

observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #4D(lbandronate & Osteosarcoma)
ibandronate*

AND

osteosarcoma*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #4E(Ibandronate & Esophageal Ulcers)

ibandronate*
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AND
(esophagus OR esophageal) AND ulcer*
AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #4F(Ibandronate & PUBS)

ibandronate*

AND

perforation* OR ulcer* OR bleed*

AND

observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #4G(Ibandronate & Osteonecrosis)
ibandronate*

AND

osteonecrosis

AND

observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #5A(Pamidronate & Breast Cancer)
pamidronate*

AND

breast neoplasms OR breast cancer[tiab]

AND

observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 23

SEARCH #5B(Pamidronate & Colon Cancer)
pamidronate*

AND

colonic neoplasms OR colon cancer[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #5C(Pamidronate & Lung Cancer)
pamidronate*

AND

lung neoplasms OR lung cancerftiab]

AND
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observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 13

SEARCH #5D(Pamidronate & Osteosarcoma)
pamidronate*

AND

osteosarcoma®

AND

observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #5E(Pamidronate & Esophageal Ulcers)
pamidronate*

AND

(esophagus OR esophageal) AND ulcer*

AND

observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #5F(Pamidronate & PUBS)

pamidronate*

AND

perforation* OR ulcer* OR bleed*

AND

observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 5

SEARCH #5G(Pamidronate & Osteonecrosis)
pamidronate*

AND

osteonecrosis

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 10

SEARCH #6A(Risedronate & Breast Cancer)
risedronate™

AND

breast neoplasms OR breast cancer|[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 1
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SEARCH #6B(Risedronate & Colon Cancer)
risedronate*

AND

colonic neoplasms OR colon cancer[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #6C(Risedronate & Lung Cancer)
risedronate*®

AND

lung neoplasms OR lung cancer(tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #6D(Risedronate & Osteosarcoma)
risedronate*

AND

osteosarcoma*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #6E(Risedronate & Esophageal Ulcers)
risedronate™

AND

(esophagus OR esophageal) AND ulcer*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #6F(Risedronate & PUBS)
risedronate™

AND

perforation* OR ulcer* OR bleed*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #6G(Risedronate & Osteonecrosis)
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risedronate*
AND
osteonecrosis
AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #7A(Zolendronate & Breast Cancer)
zolendronate* OR zoledronic

AND

breast neoplasms OR breast cancer[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 15

SEARCH #7B(Zolendronate & Colon Cancer)
zolendronate* OR zoledronic

AND

colonic neoplasms OR colon cancer([tiab]

AND

observational OR cohort* OR case control* OR case report™®

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #7C(Zolendronate & Lung Cancer)
zolendronate* OR zoledronic

AND

lung neoplasms OR lung cancer[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 4

SEARCH #7D(Zolendronate & Osteosarcoma)
zolendronate* OR zoledronic

AND

osteosarcoma*

AND

observational OR cohort* OR case control* OR case report*
NUMBER OF ITEMS RETRIEVED: 0

SEARCH #7E(Zolendronate & Esophageal Ulcers)
zolendronate* OR zoledronic

AND
(esophagus OR esophageal) AND ulcer*
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AND
observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #7F(Zolendronate & PUBS)

zolendronate* OR zoledronic

AND

perforation* OR ulcer* OR bleed*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #7G(Zolendronate & Osteonecrosis)
zolendronate* OR zoledronic

AND

osteonecrosis

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 18

SEARCH #8A(Raloxifene & Breast Cancer)
raloxifene*

AND

breast neoplasms OR breast cancer|[tiab]

AND

observational OR cohort* OR case control* OR case report™®

NUMBER OF ITEMS RETRIEVED: 27

SEARCH #8B(Raloxifene & Colon Cancer)
raloxifene™

AND

colonic neoplasms OR colon cancer[tiab]

AND

observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #8C(Raloxifene & Lung Cancer)
raloxifene*

AND

lung neoplasms OR lung cancer[tiab]

AND

observational OR cohort* OR case control* OR case report™
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NUMBER OF ITEMS RETRIEVED: 1

SEARCH #8D(Raloxifene & Osteosarcoma)
raloxifene*

AND

osteosarcoma*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #8E(Raloxifene & Esophageal Ulcers)
raloxifene*

AND

(esophagus OR esophageal) AND ulcer*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #8F(Raloxifene & PUBS)
raloxifene*

AND

perforation®* OR ulcer* OR bleed*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 1

SEARCH #8G(Raloxifene & Osteonecrosis)
raloxifene*

AND

osteonecrosis

AND

observational OR cohort* OR case control* OR case report™®

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #9A(Tamoxifen & Breast Cancer)
tamoxifen*

AND

breast neoplasms OR breast cancer[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 210
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SEARCH #9B(Tamoxifen & Colon Cancer)
tamoxifen*®

AND

colonic neoplasms OR colon cancer[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 15

SEARCH #9C(Tamoxifen & Lung Cancer)
tamoxifen™

AND

lung neoplasms OR lung cancer[tiab]

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 51

SEARCH #9D(Tamoxifen & Osteosarcoma)
tamoxifen™

AND

osteosarcoma*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 2

SEARCH #9E(Tamoxifen & Esophageal Ulcers)
tamoxifen*

AND

(esophagus OR esophageal) AND ulcer*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #9F(Tamoxifen & PUBS)

tamoxifen*

AND

perforation* OR ulcer* OR bleed*

AND

observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 49

SEARCH #9G(Tamoxifen & Osteonecrosis)
tamoxifen™

AND
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osteonecrosis
AND
observational OR cohort* OR case control* OR case report™

NUMBER OF ITEMS RETRIEVED: 0

SEARCH #10 (PTH & All Diseases)

pth

AND

breast neoplasms OR breast cancer[tiab] OR colonic neoplasms OR colon cancer[tiab]
OR lung neoplasms OR lung cancer[tiab] OR osteosarcoma* OR

((esophagus OR esophageal) AND ulcer*) OR perforation® OR ulcer®* OR bleed*

OR osteonecrosis

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 67

SEARCH #11(Testosterone & All Diseases)

testosterone*

AND

breast neoplasms OR breast cancer[tiab] OR colonic neoplasms OR colon cancer[tiab]
OR lung neoplasms OR lung cancer[tiab] OR osteosarcoma* OR

((esophagus OR esophageal) AND ulcer*) OR perforation* OR ulcer* OR bleed*

OR osteonecrosis

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 147

SEARCH #12A(Estrogen & Breast Cancer)

estrogen* OR estrogens[mh] OR oestrogen* OR estradiol
AND

breast neoplasms OR breast cancer[tiab]

AND

cohort*

NOT

testosterone AND (breast neoplasms OR breast cancer(tiab])

NUMBER OF ITEMS RETRIEVED: 602

SEARCH #12B(Estrogen & Colon Cancer)
estrogen* OR estrogens[mh] OR oestrogen* OR estradiol
AND

colonic neoplasms OR colon cancer[tiab]

AND

observational OR cohort* OR case control* OR case report™
NOT

Results of Search #12A
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NUMBER OF ITEMS RETRIEVED: 75

SEARCH #12C(Estrogen & Lung Cancer)

estrogen* OR estrogens[mh] OR oestrogen* OR estradiol
AND

lung neoplasms OR lung cancerftiab]

AND

observational OR cohort* OR case control* OR case report*
NOT

Results of Searches #12A & 12B

NUMBER OF ITEMS RETRIEVED: 122

SEARCH #12D(Estrogen & Osteosarcoma)
estrogen® OR estrogens[mh] OR oestrogen* OR estradiol
AND

osteosarcoma*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 4

SEARCH #12E(Estrogen & Esophageal Ulcers)
estrogen® OR estrogens[mh] OR oestrogen* OR estradiol
AND

(esophagus OR esophageal) AND ulcer*

AND

observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 3

SEARCH #12F(Estrogen & PUBS)

estrogen® OR estrogens[mh] OR oestrogen* OR estradiol
AND

perforation* OR ulcer* OR bleed*

AND

observational OR cohort* OR case control* OR case report*
NOT

Results of Searches #12A-12E

NUMBER OF ITEMS RETRIEVED: 65

SEARCH #12G(Estrogen & Osteonecrosis)
estrogen* OR estrogens[mh] OR oestrogen* OR estradiol
AND

osteonecrosis

AND
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observational OR cohort* OR case control* OR case report*

NUMBER OF ITEMS RETRIEVED: 3

SEARCH #13(Calcium & All Diseases)

calcium

AND

breast neoplasms OR breast cancer[tiab] OR colonic neoplasms OR colon cancer[tiab]
OR lung neoplasms OR lung cancer[tiab] OR osteosarcoma* OR

((esophagus OR esophageal) AND ulcer*) OR perforation* OR ulcer* OR bleed*
OR osteonecrosis

AND

cohort*

NUMBER OF ITEMS RETRIEVED :96

SEARCH #14(Vitamin D & All Diseases)

vitamin d

AND

breast neoplasms OR breast cancer[tiab] OR colonic neoplasms OR colon cancer[tiab]
OR lung neoplasms OR lung cancer[tiab] OR osteosarcoma* OR

((esophagus OR esophageal) AND ulcer*) OR perforation® OR ulcer®* OR bleed*

OR osteonecrosis

AND

cohort*

NUMBER OF ITEMS RETRIEVED : 42

SEARCH #15A(PubMed Alert #1 — Run from Sept-Dec. 2006)

bisphosphonate® OR alendronate* OR etidronate* OR ibandronate* OR pamidronate® OR risedronate™
AND

randomized controlled trial* OR randomi*[tiab] OR randomized controlled trial[pt]

SEARCH #15B(PubMed Alert #2 — Run from Sept-Dec. 2006)

zolendronate™* OR calcitonin* OR miacalcin OR calcimar OR cibacalcin OR calcium OR estrogen®* OR
estrogens[mh] OR oestrogen* OR estradiol* OR raloxifene* OR teriparatide*

AND

randomized controlled trial* OR randomi*[tiab] OR randomized controlled trial[pt]

SEARCH #15C(PubMed Alert #3 — Run from Sept-Dec. 2006)
testosterone® OR vitamin d* OR glucorticoid*

AND

randomized controlled trial* OR randomi*[tiab] OR randomized controlled trial[pt]

SEARCH #16(Compliance)
DATES SEARCHED: 1995-2006
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bisphosphonate* OR alendronate* OR etidronate* OR ibandronate* OR pamidronate* OR risedronate* OR
zolendronate* OR calcitonin* OR miacalcin OR calcimar OR cibacalcin OR calcium OR estrogen®* OR
estrogens[mh] OR oestrogen* OR estradiol* OR raloxifene* OR teriparatide* OR testosterone* OR vitamin d* OR
glucorticoid*

AND

osteoporosis or osteopenia or osteopaenia or fracture* or bone mineral OR fracturesimh] OR bone density

AND

patient compliance OR patient adherence OR treatment refusal OR non complian* OR non-complian* OR
noncomplian®* OR non adher* OR non-adher* OR nonadher*

NUMBER OF ITEMS RETRIEVED : 254
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Evidence-based Practice Center
Bone Density Screening Form

Atrticle ID:

First Author:

(Last name of first author)

Reviewer:

1. Does this study include humans?

Y @Sttt 1
NO ettt 2 (STOP)
2. Intervention(s) studied: (Check all that apply)
Alendronate (Fosamax) ...........cccceevevevennnnn. a
AMG 162 a
Calcitonin (Miacalcin)...........ccoeeeveveieriennens a
EStrO@eN.....oovievieiieiieieieieieee e a
Etidronate (Didronel)..........ccccvevveevreevenneennen. a
Ibandronate (Boniva).........c.ccceeeveeveeveeneennen. )
Pamidronate (Aredia) (APD)........cccoveevvennee. a
PTH (Teriparatide) (Forteo) (Preos).............. a
Raloxifine (EVisSta) ........ccocevvevevrevieinieenienene a
Risedronate (Actonel)...........cccoevevevenennnnnn. )
TamoXifen ......ccooeveievieviiiriiieiceeeee e a
TEStOSTEIONE. ... .ovevieeeieteieieteseeeeie e a
Zoledronic acid (Zometa) ..........cceevevvervenenne. a
None of the above.......ccevvevveeieieieieieienenn, O (STOP)
3.  What is the focus of the article: (Circle one)
Efficacy ..occoeoeeeeiieeeeee e 1
Safety/adverse events .........cocceeeeeveeveenireennne 2
BOth e 3
NETher....oooeeiiieeee e, 4
4. Condition(s) studied: (Check all that apply)
Fracture prevention............cccoeeeveeveeveieiennnns a
OStEOPEIIA .....veeveeeieeieeieiere et )
OStEOPOTOSIS ..vvvvevierrereriere et eireeresreaesseaens a
Osteoporosis Prevention .............eecveevereeennens O
None of the above.......ccevvevveriieieieieieienenn, 0 (STOP)
5. Is the study part of a named trial?
NO et 1
Y Sttt 2

If yes, specify trial name:

6.

>

FINAL 10-25-05

Study design: (Circle one)
Descriptive (historical, editorial, etc.)............. 1 (STOP)
Review/meta-analysis ...........c.oceevevecierieriennns 2 (STOP)
Randomized clinical trial ............ccoccvvevennennen. 3
Trial with open-label extension....................... 4
Controlled clinical trial ..........cccoevvieriieennnnnne. 5
Cohort/case control - 1000+ subjects.............. 6
Cohort/case control - under 1000 subjects......7 (STOP)
Case REPOTt.....corueirieieeieieieieeieeeesee e 8 (STOP)
Other design.........ccvevevveirieieerieeeeeee e 9 (STOP)

Study population: (Check all that apply)

Gender

IMEN .t a

Pre-menopausal women ...........c..cceveuvennene a

Post-menopausal women.............c.cc.evenne. a

Women otherwise undefined..................... )
Age

Adults (18 and over).......cccccveeveevveeeecneennen. 0

Children (under 18) ......cccevvevvieiieiierienes a
Race

NON-CAUCASIAN ....ovvvireeieeiieieeeieeeee e d
Other

Steroid-induced osteoporosis .................... )

Which clinical markers are used? (Check all that apply)
Bone density ........ccoceevieieiieieieieieieiee, a
Bone formation or bone turnover.................. d
Fractures ......cocevvevvevienienieeieeeereeeeveeereseeseenns a
Stature/height.........ccovvevveviereiieieieieieienne. a
None of the aboVe .......ccevvevvieieieieieieienns a

Does the article need a translator? (Circle one)

INO e 1
Y @S ettt 2

If YES specify language:

10. Do you think this article might be a duplicate

or include the same data as another study?

If yes, which one(s)?
(Enter article ID, author, or 9999 for “don’t know.”)

11. Is there a reference that needs to be checked?

If yes, which one(s)?

(Enter reference # &/or author, or 9999 for “don’t know.”)

NOTE:
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DE DATE:  / /]
[Month / Day / Year]

Article ID: Reviewer:

First Author:

(Last name only)

Study Number: of Description:
(Enter ‘1of 17 if only one)

(if more than one study)

Design: (CIRCLE ONE)
RCT 1

Non-RCT 2 (SToP)

Was method of randomization appropriate? (CIRCLE ONE)
Yes 1

No 2 (SToP)

Method not described 8

Are all arms the same intervention? (CIRCLE ONE)
Yes 1 (SToP)

No 2

Is the study design trial with crossover? (CIRCLE ONE)
Yes 1 (SToP)

No 2

Is bone mineral density the only outcome measured?
(CIRCLE ONE)

Yes 1
No 2 (SkiPTO Q)

If Yes on Q4, is BMD measured by DEXA at the hip or spine?

(CIRCLE ONE)

Yes 1
No 2 (stop)
What were the study’s inclusion criteria?
(CHECK ALL THAT APPLY)

Men a1
Pre-menopausal women a (02)
Post-menopausal women NOS a (03)

>6 months a (04)

>1 year a (05)

>2 years a (06)

Page 1 of 14

RAND Bone Density Project
Detailed Abstraction Form

>5 years a (07
Women otherwise undefined Qa (08)
Osteopenia NOS a (09)
T-score < -1.0 hip a (10)
T-score < -1.0 spine aan
T-score < -1.0 NOS a(12)
T-score < -2.0 hip a (13)
T-score < -2.0 spine a (14)
T-score < -2.0 NOS a(5s)
Radiographic d (16)
Osteoporosis NOS aamn
T-score < -2 hip a s
T-score < -2 spine d (19
T-score < -2 NOS a (20
T-score < -2.5 hip a2
T-score < -2.5 spine a(22)
T-score £ -2.5 NOS a (23)
Fracture a4
Non-traumatic fracture a (25

Osteoporosis score based on t-score and/or
fractures and/or radiographic Q (26)

Primary hyperparathyroidism a@n
Organ transplant a (28
On dialysis a (29)
Asthma or COPD a (30
Breast cancer aQa@n
Rheumatoid arthritis a(32)
SLE Q@33

Additional inclusion criteria. Enter code:

b b b b

Not Reported d (999)
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What were the study’s exclusion criteria?

Age>T75
Age > 85

Pregnancy

Carcinoma or suspected carcinoma
Cardiovascular disease

Endocrine disease

Endocrine disease except diabetes
Hypothyroidism
Hyperthyroidism
Hyperparathyroidism
Hypoparathroidism

Endocrine disease requiring therapy
except diabetes

Diabetes
Hepatic insufficiency

(CHECK ALL THAT APPLY)
Qo1
Q (02)

Q (03)

Q (04)
Q (05)

Q (06)
Q (07)
Q (08)
Q (09)

Q (10)
Q1
Q(12)

Q13)
Q (14)

Metabolic bone disorder other than osteoporosis
(e.g. Paget's, renal osteodystrophy, osteomalacia,

rheumatoid arthritis, SLE)

Organ transplantation
Renal insufficiency

Gastrointestinal disease
Sprue
Inflammatory bowel disease
Malabsorption syndrome
Upper GI

Nephrolithiasis
Urolithiasis

Q15

Q (16)
Q17

Q(18)
Q(19)
Q (20
QQen
Q2

Q23
Q (24

Page 2 of 14

Venous thromboembolic disease a (25
Active a (26)
Ever a @7

Anticonvulsants a (29)

Aluminum a (29

Bisphosphonates a (30)

Calcitonin a@an

Calcium (includes antacids) a 32

Coumarins a (33)

Fluoride U (34

H2-blockers a @35

Hormone use d (36)
Androgen a @37
HRT a 39)
Estrogen agonists (including estrogen)
Progestin a (40)
SERMS a@n
Estrogen antagonists a 42
Anabolic steroids a 43)
Testosterone U 44)
Contraceptive a 45

Lipid lowering agents a (46)

Proton pump inhibitors @

Vitamin D a (48)

Corticoids/Glucocorticoids a 49)

Gallium nitrate a (50)

Mithramycin a@én

Additional exclusion criteria

Enter code: , , >

Not Reported Q (999)




-4

Were patients class-naive?
(CIRCLE ONE)

Yes 1
No
Not reported 9

Did the method of randomization provide for concealment of

allocation?
(CIRCLE ONE)
Yes 1
N O s 2
Concealment not described ...........ccoceveeveevieenieenneenn 8
Is the study described as: (CIRCLE ONE)
Double blind 1
Single blind, patient...........cccceeevvrvieereerieenierienreeee. 2
Single blind, outcome assessment ................c.c...... 3
Single blind, not described...........ccccevveeeiieriiennnnn, 4
Blind, NOS 5
Open 6
Blinding not described 8
Not applicable .......cccveevvevierierieiiece e, 9
If reported, was the method of double blinding
appropriate? (CIRCLE ONE)
Yes 1
No 2
Double blinding method not described .................... 8
Not applicable .......cccvevveeviiiiiniieieee e 9

Were outcome assessors masked to the treatment allocation?
(CIRCLE ONE)

Yes 1
Yes, but not described 2
No 3
Not reported 9
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Was the care provider masked to the treatment allocation?
(CIRCLE ONE)

Yes 1
Yes, but not described 2
No 3
Not reported 9

Was the patient masked to the treatment allocation?
(CIRCLE ONE)

Yes 1
Yes, but not described 2
No 3
Not reported 9

Sample size: (Enter N or 999 for not reported)
Screened: Eligible:
Enrolled: Withdrawn:
Loss to follow-up:

Are withdrawals (W) and dropouts (D) described? (CIRCLE ONE)

Yes, reason described for all W and D 1
Yes, reason described for some Wand D ................ 2
Not described.......covvvviiviiiiiiiiiiiieeeeeeeeee e 8
Not applicable ........ccoeveevieriieiieeeee e 9
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Run-in period table:

(Enter 999 in first column if no run-in.)

Length (#)

Units
(code)

Placebo/Medication
(code)

How used for
randomization?
(code)

Wash-out period table:

(Enter 999 in first column if no wash-out.)

Length (#)

Units
(code)

Placebo/Medication
(code)

How used for
randomization?
(code)

1. Day
2. Week
3. Month

Units for run-in & wash-out

4. Year
8. NA
9. NR

997. Variable
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What was the study’s setting?
Multi-center

Single setting

Community practice

VA Health Care System
Long term care facility

Other (enter code: , ,

(CHECK ALL THAT APPLY)

o0 COO

Setting not reported

Where was the study conducted?
uUsS

Canada

Latin America

UK
Western Europe
Eastern Europe

Australia/New Zealand
Japan
Asia (not Japan)

Other (enter code ,

olu|

(CHECK ALL THAT APPLY)

o000 OO0 000

Not reported.......ccccceeeveeereeennenne

What was the study’s funding source?
Government

Hospital

Industry

Private (non-industry)

Other (enter code: , ,

(CHECK ALL THAT APPLY)

o000

)a

Unclear
Not reported

a
a (SKkiIp TO Q25)
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Any authors from drug companies funding the study? (circte one)

Yes 1
No 2
Unclear 3
Not reported 9

Did the article include a statement on the role of the funder?
(CIRCLE ONE)

Yes 1
No

What was the percent of male participants?
(ENTER NUMBER OR 999)

%

What was the racial/ethnic population studied?
(Check all that apply)

CauCASIAN ...cvveveeeeieeeieeere e a
African AnCestry .....coccovvvevevvenreeeeeenene. Q
HiSpaniC.......cccoeeveeveviieieieceeeeie e, Q
ASIAN (e Q
Native AmErican .........ccceevveeveeeeennennne. a
Eskimo/INUit........cccevveeveenieneeiieereeneen, a
Other-Not otherwise specified ............... Q
Other (enter code): ....ccocvevvreverenreereennene. Q
Not reported ......cceevereerienieieieeeeieene a
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What was the method of adverse events assessment?

Monitored
Elicited by investigator

Reported spontaneously by patient

Other (enter code: , ,

(CHECK ALL THAT APPLY)

a
a
a

)a

Not reported

a

What was reported for the following questions regarding
subjects ages? (Enter number 999 for not reported)

What were the comorbidities reported in the study?

(CHECK ALL THAT APPLY)
Asthma aon
Breast cancer u (02)
COPD a (03)
Rheumatoid arthritis a (04)
SLE a (05)
PUD a (06)
Pancreatitis a (07
Bleeding U (08)
Renal calculi a (09)
Additional comorbidities
Enter code: , ) )
Not reported Q (999)
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What was the total study duration?
Days/Weeks/Months/Years (circLe one)

Were groups similar at baseline, in terms of prognostic indicators?
(CIRCLE ONE)

Yes 1
No 2
Not reported 9

Did the placebo/control group receive standard care?
(CIRCLE ONE)

Yes 1
No

Is there relevance to the target population?
(CIRCLE ONE)

Yes 1
No 2
Limited 3
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INTERVENTIONS

Interventions given to EVERYONE in the study:

Interventions given to everyone

Dose

Units

Frequency

Duration of
treatment

Units

Check all that apply:

Calcium.......ceeeerneeecrnieneaens a
EStrogen ......ccoveiieucueueeeinenienns a
Testosterone..........cccceuvererenrcneee a
Vitamin D ..o, a
NONC....veieiieeirieieeeeetreeieeeieneaes ]

Enter # or range

998. Not applicable
999. Not reported

Enter a number
l.g

2. mg

3.ng

4. LU

8. NA

9.NR

Enter a number
1. Daily

2. Weekly

3. Monthly

4. Yearly

8 NA

9.NR

Enter a number
997. Variable
998. NA

999. NR

Enter a number
1.Day

2.Week
3.Month
4.Year

8.NA

9.NR
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Interventions (continued)

Enter sample size and intervention/exposure data for each arm beginning with placebo or control, then in order of first mention.
Enter total number of arms

Arm/ Duration of Concurrent
Group Sample size Interventions Dose Units Freguency treatment Units Interventions
Check all that apply: Calcium......cccoounene. a1
- Vitamin D ................ a(02)
NENTERING Placebo........ceveririerereieeieereeeea a1
CONLIOL .o Q(02) Estrogen.................. Q(03)
Alendronate (Fosamax) ............ccceeenee. Q(03) I Steroids ......cccoeueunee Q(04)
AMG 162 Q(04)
NCOMPLETING | citonin (Miacalcin).........oorro... Q(05) Testosterone............. u(05)
EStrOgen ....c.oueveuieieieieeeeeieieeeieeeeeeeena Q(06) EXEreise.....cocveecn U(06)
Etidronate (Didronel) .........ccccoevvrvrnnene. Q(07)
N ANALYZED Ibandronate (Boniva)...........ccccceeveeeenene. Q(08)
Pamidronate (Aredia) (APD) ................ Q(09)
PTH (Teriparatide) (Forteo) (Preos) .....a(10)
Raloxifine (EVista) .....c.cocoeveveiiererennnns acn
- #OF Risedronate (Actonel)............cccocevueen.. a(12)
EXCLUSIONS TamOXIfen......coeveveveereieeieieieeeieeeeeeeeeas Q(13)
TEStOStEIONE....cvvvveverevreeerirereeeeeerereaeas Q4
Zoledronic acid (Zometa)...................... Q(15)
CalCiUM...veveeceiieieieeceeeeee s a(le)
Vitamin D ...o.oeeveveveiieeeceeeee aq7)
EXEICISE wvvvvrniieieieieieeeeeieieeeeeeeeeeeeaenes a(1s)
Enter arm Enter a number for N entering and N Check all that apply. Enter additional codes. Enter # or Enter a number Enter a number Enter a number Enter a Check all that apply. Enter additional
number. completing or enter 9999 if not reported. range l.g 1. Daily 997. Variable number codes.
2.mg 2. Weekly 998. NA 1.Day
998. Not 3. ug 3. Monthly 999. NR 2.Week 998. Not applicable
applicable 4.1.U. 4. Yearly 3.Month 999. Not reported
999. Not 8. NA 8 NA 4.Year
reported 9.NR 9.NR 8.NA
9.NR

Page 8 of 14
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Interventions (continued)

Enter sample size and intervention/exposure data for each arm beginning with placebo or control, then in order of first mention.

Arm/ Duration of Concurrent
Group Sample size Interventions Dose Units Freguency treatment Units Interventions
Check all that apply Calcium.................... D(Ol)
_ Vitamin D ................ Q(02)
NENTERING PLACEDO oo a1
CONIOL .. Q(02) Estrogen................... a(03)
_— Steroids .......cceveuenee Qa(04)
N COMPLETING Testosterone............. Q(035)
Exercise......ccoevrvnennn Q(06)
Etidronate (Didronel) ..
N ANALYZED Ibandronate (Boniva)
Pamidronate (Aredia) (APD) ................ Q(09)
PTH (Teriparatide) (Forteo) (Preos) .....2(10)
Raloxifine (EVista) .......ccocoeveveerenireeennns Q)
#OF Risedronate (Actonel)..........cccceeeveeennen. aq2)
EXCLUSIONS Tamoxifen............. ...a(13)
TeStOStEIONE. ...cvveveeeeceeeeiieeeieeeeeeeeeenas Q(14)
Zoledronic acid (Zometa)...................... Q(15)
Calcium.....coovvevereiienenn, ...a(16)
Vitamin D ..o a(17)
EXEICISE voveveviniieiereieiieeiereieieseeaeveveenaas a(1s)
Enter arm Enter a number for N entering and N Check all that apply. Enter additional codes. Enter # or Enter a number Enter a number Enter a number Enter a Check all that apply. Enter additional
number. completing or enter 9999 if not reported. range l.g 1. Daily 997. Variable number codes.
2.mg 2. Weekly 998. NA 1.Day
998. Not 3.ng 3. Monthly 999. NR 2.Week 998. Not applicable
applicable 4.1.U. 4. Yearly 3.Month 999. Not reported
999. Not 8. NA 8§ NA 4.Year
reported 9.NR 9.NR 8.NA
9.NR
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Interventions (continued)

Enter sample size and intervention/exposure data for each arm beginning with placebo or control, then in order of first mention.

Arm/ Duration of Concurrent
Group Sample size Interventions Dose Units Freguency treatment Units Interventions
Check all that apply Calcium.................... D(Ol)
_ Vitamin D ................ Q(02)
NENTERING PLACEDO oo a1
CONIOL .. Q(02) Estrogen................... a(03)
_— Steroids .......cceveuenee Qa(04)
N COMPLETING Testosterone............. Q(035)
Exercise......ccoevrvnennn Q(06)
Etidronate (Didronel) ..
N ANALYZED Ibandronate (Boniva)
Pamidronate (Aredia) (APD) ................ Q(09)
PTH (Teriparatide) (Forteo) (Preos) .....2(10)
Raloxifine (EVista) .......ccocoeveveerenireeennns Q)
#OF Risedronate (Actonel)..........cccceeeveeennen. aq2)
EXCLUSIONS Tamoxifen............. ...a(13)
TeStOStEIONE. ...cvveveeeeceeeeiieeeieeeeeeeeeenas Q(14)
Zoledronic acid (Zometa)...................... Q(15)
Calcium.....coovvevereiienenn, ...a(16)
Vitamin D ..o a(17)
EXEICISE voveveviniieiereieiieeiereieieseeaeveveenaas a(1s)
Enter arm Enter a number for N entering and N Check all that apply. Enter additional codes. Enter # or Enter a number Enter a number Enter a number Enter a Check all that apply. Enter additional
number. completing or enter 9999 if not reported. range l.g 1. Daily 997. Variable number codes.
2.mg 2. Weekly 998. NA 1.Day
998. Not 3.ng 3. Monthly 999. NR 2.Week 998. Not applicable
applicable 4.1.U. 4. Yearly 3.Month 999. Not reported
999. Not 8. NA 8§ NA 4.Year
reported 9.NR 9.NR 8.NA
9.NR
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Interventions (continued)

Enter sample size and intervention/exposure data for each arm beginning with placebo or control, then in order of first mention.

Arm/ Duration of Concurrent
Group Sample size Interventions Dose Units Freguency treatment Units Interventions
Check all that apply Calcium.................... D(Ol)
_ Vitamin D ................ Q(02)
NENTERING PLACEDO oo a1
CONIOL .. Q(02) Estrogen................... a(03)
_— Steroids .......cceveuenee Qa(04)
N COMPLETING Testosterone............. Q(035)
Exercise......ccoevrvnennn Q(06)
Etidronate (Didronel) ..
N ANALYZED Ibandronate (Boniva)
Pamidronate (Aredia) (APD) ................ Q(09)
PTH (Teriparatide) (Forteo) (Preos) .....2(10)
Raloxifine (EVista) .......ccocoeveveerenireeennns Q)
#OF Risedronate (Actonel)..........cccceeeveeennen. aq2)
EXCLUSIONS Tamoxifen............. ...a(13)
TeStOStEIONE. ...cvveveeeeceeeeiieeeieeeeeeeeeenas Q(14)
Zoledronic acid (Zometa)...................... Q(15)
Calcium.....coovvevereiienenn, ...a(16)
Vitamin D ..o a(17)
EXEICISE voveveviniieiereieiieeiereieieseeaeveveenaas a(1s)
Enter arm Enter a number for N entering and N Check all that apply. Enter additional codes. Enter # or Enter a number Enter a number Enter a number Enter a Check all that apply. Enter additional
number. completing or enter 9999 if not reported. range l.g 1. Daily 997. Variable number codes.
2.mg 2. Weekly 998. NA 1.Day
998. Not 3.ng 3. Monthly 999. NR 2.Week 998. Not applicable
applicable 4.1.U. 4. Yearly 3.Month 999. Not reported
999. Not 8. NA 8§ NA 4.Year
reported 9.NR 9.NR 8.NA
9.NR
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Did the article report the fOllOWing? (CHECK ALL THAT APPLY)
Yes (1) No (2)
Adherence..........ccoovevvevvieiiieieieieiee d
Contamination ...........ceceevecverrerierierrennenns d

Did the study include an intention-to-treat analysis, or provide the data needed to calculate it?
(CIRCLE ONE)

Yes 1
No
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OUTCOMES: (CHECK ALL THAT APPLY)

Bone mineral density by DEXA - Hip 0 (01)
Bone mineral density by DEXA - Spine U (02)

Hip fracture Q(03)
Proximal humerus fracture Qa (04)
Radial fracture a (05)
Vertebral fracture a (06)
Total fractures a (07)

Markers of bone turnover

Alkaline phosphatase Q (08)
Alkaline phosphatase, bone specific (BSAP)Q (09)
Amino-terminal propeptide of type 1 collagen (PINP) ........ccccoevvieiieciiiciirieciecie e, Q (10
Carboxy-terminal propeptide of type 1 collagen ..........ccoocuveiierieniiniiiiieeie e Q(n
Cross-linked C-telopeptide cross-links of type 1 collagen (ICTP) ......cccovvevvieerieennennne. a2
C-telopeptide cross-links of type 1 collagen urine (UCTX).....cccvevvervenieeiieenieesieerieesnenens Q (13)
SErUM (SCTX)..vvvviiiierieiieeiecieeeeeee e Qa4
Deoxypyridinolines (Dpd) free a (15
total a(16)
NOS aan
N-telopeptide cross-links of type 1 collagen urine (UNTX) .....cccveviveriieniienieninnineieeienns Q (18)
SeruUM (SNTX) c.evveerieeiieeciee e a a9
Osteocalcin a (20)
Pyridinolines (Pyr) free aQen
total a (22)
NOS a (23)
Tartarate-resistant acid phosphatase (TRAP)Q (24)
None of the above Qa (999)
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Time of assessment: When were outcomes measured?  (circLe one)

(Enter the number/code in the appropriate box, or circle YES/NO.)

Baseline?

YES / NO

Follow-up

Number

Unit

lst

2nd

3rd

4th

Sth

6th

7Ih

8Ih

9Ih

1 Oth

llth

1 2th

13th

14"

lsth

Additional

Page 14 of 14

1. Day
2. Week
3. Month

Units for time of assessment

4. Year
8. NA
9.NR

997. Variable
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Appendix C1. Adverse Events

Author, Year, Drug,
Country, Trial name Adverse events reported

Abellan Perez M, 1995' CalcitonintCalcium vs. Calcium:

Arterial hypertension: 2.3%(1/43) vs. 0.0%(0/45)
Flushing skin: 2.3%(1/43) vs. 0.0%(0/45)
Gastrointestinal problems: 7.0%(3/43) vs. 0.0%(0/45)

Adachi JD et al., 1997° Etidronate vs. Placebo:

Death: 1.5%(1/67) vs. 0.0%(0/74)

Elevated serum creatinine level: 1.5%(1/67) vs. 0.0%(0/74)
Gastrointestinal adverse effects: 19.4%(13/67) vs. 16.2%(12/74)

Adachi JD et al., 1997° Calcitonin vs. Placebo:

Death: 6.3%(1/16) vs. 0.0%(0/15)
Dizziness: 6.3%(1/16) vs. 0.0%(0/15)
Rash: 6.3%(1/16) vs. 0.0%(0/15)

Adachi JD et al., 2001* Risedronate vs. Placebo:

Any clinical adverse event: 42.9%(15/35) vs. 41.9%(13/31)
Accidental injury: 0.0%(0/35) vs. 3.2%(1/31)

Any upper GI tract AE: 20.0%(7/35) vs. 19.4%(6/31)
Atrial fibrillation: 2.9%(1/35) vs. 0.0%(0/31)

Cystitis: 2.9%(1/35) vs. 0.0%(0/31)

Diarrhea: 0.0%(0/35) vs. 6.5%(2/31)

Dry mouth: 0.0%(0/35) vs. 3.2%(1/31)

Duodenitis: 2.9%(1/35) vs. 0.0%(0/31)

Esophagitis: 2.9%(1/35) vs. 0.0%(0/31)

Flatulence: 0.0%(0/35) vs. 3.2%(1/31)

Gastrointestinal carcinoma: 0.0%(0/35) vs. 3.2%(1/31)
Glossitis: 0.0%(0/35) vs. 3.2%(1/31)

Headache: 0.0%(0/35) vs. 3.2%(1/31)

Moderate to severe upper gastrointestinal adverse events: 11.4%(4/35) vs. 16.1%(5/31)
Nausea: 0.0%(0/35) vs. 9.7%(3/31)

C-1
Drugs: CEE=Conjugated Equine Estrogen, PTH=Parathyroid Hormone
AEs: MI=Myocardial Infarction, UTI=Urinary Tract Infection, GI=Gastrointestinal




Appendix C1. Adverse Events

Author, Year, Drug,
Country, Trial name

Adverse events reported

Adachi JD et al., 2001°

Alendronate 10mg vs. Alendronate Smg vs. Alendronate 2.5/10mg vs. Placebo:
AE -all: 92.7%(51/55) vs. 93.7%(59/63) vs. 89.7%(26/29) vs. 90.2%(55/61)
Abdominal pain: 7.3%(4/55) vs. 9.5%(6/63) vs. 10.3%(3/29) vs. 14.8%(9/61)
Acid regurgitation: 9.1%(5/55) vs. 1.6%(1/63) vs. 0.0%(0/29) vs. 4.9%(3/61)
Gastritis: 5.5%(3/55) vs. 1.6%(1/63) vs. 3.4%(1/29) vs. 3.3%(2/61)

Nausea: 5.5%(3/55) vs. 4.8%(3/63) vs. 0.0%(0/29) vs. 4.9%(3/61)

Reflux esophagitis: 7.3%(4/55) vs. 0.0%(0/63) vs. 0.0%(0/29) vs. 0.0%(0/61)
Serious AE: 16.4%(9/55) vs. 22.2%(14/63) vs. 17.2%(5/29) vs. 31.1%(19/61)
Serious upper GI AE: 1.8%(1/55) vs. 0.0%(0/63) vs. 0.0%(0/29) vs. 4.9%(3/61)
Upper GI AE: 30.9%(17/55) vs. 20.6%(13/63) vs. 17.2%(5/29) vs. 31.1%(19/61)

Adami S et al., 1993°

Alendronate 10 mg vs. Alendronate 20 mg vs. Calcitonin vs. Placebo:
Cholelithiasis: 0.0%(0/68) vs. 0.0%(0/72) vs. 0.0%(0/75) vs. 1.4%(1/71)
Unstable angina: 0.0%(0/68) vs. 0.0%(0/72) vs. 1.3%(1/75) vs. 0.0%(0/71)
Upper GI AE: 13.2%(9/68) vs. 6.9%(5/72) vs. 5.3%(4/75) vs. 12.7%(9/71)

Adami S et al., 1995’

Alendronate 10mg vs. Alendronate 20mg vs. Intranasal calcitonin 100iu vs. Placebo:
increase in liver enzymes: 0.0%(0/68) vs. 1.4%(1/72) vs. 1.3%(1/75) vs. 0.0%(0/71)
Drug related AE: 11.8%(8/68) vs. 8.3%(6/72) vs. 13.3%(10/75) vs. 5.6%(4/71)
Eosinophilia: 1.5%(1/68) vs. 0.0%(0/72) vs. 0.0%(0/75) vs. 0.0%(0/71)

Serious AE (non drug related): 1.5%(1/68) vs. 2.8%(2/72) vs. 4.0%(3/75) vs. 1.4%(1/71)
Upper GI AE: 14.7%(10/68) vs. 11.1%(8/72) vs. 5.3%(4/75) vs. 14.1%(10/71)

Adami S et al., 2000°

Etidronate+Calcium vs. Placebo+Calcium:
Abdominal pain: 15.1%(8/53) vs. 13.0%(7/54)
Adverse event: 43.4%(23/53) vs. 37.0%(20/54)
Back pain: 5.7%(3/53) vs. 1.9%(1/54)
Gastritis: 1.9%(1/53) vs. 1.9%(1/54)
Hospitalization: 3.8%(2/53) vs. 3.7%(2/54)
Severe depression: 1.9%(1/53) vs. 0.0%(0/54)
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Author, Year, Drug,
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Adverse events reported

Adami S et al., 2004’

Ibandronate 1mg vs. Ibandronate 2mg vs. Placebo:

AE related to study medication: 20.0%(26/131) vs. 19.0%(50/261) vs. 14.0%(18/128)
At least one AE: 75.09%(98/131) vs. 70.0%(183/261) vs. 71.0%(91/128)
Cardiovascular system: 13.0%(17/131) vs. 10.0%(26/261) vs. 5.0%(6/128)
Digestive system: 17.0%(22/131) vs. 17.0%(44/261) vs. 22.0%(28/128)

Hemic and lymphatic system: 1.0%(1/131) vs. 5.0%(13/261) vs. 2.0%(3/128)
Metabolic and nutritional disorders: 4.0%(5/131) vs. 2.0%(5/261) vs. 5.0%(6/128)
Musculoskeletal system: 27.0%(35/131) vs. 24.0%(63/261) vs. 25.0%(32/128)
Nervous system: 19.0%(25/131) vs. 13.0%(34/261) vs. 16.0%(20/128)
Respiratory system: 32.0%(42/131) vs. 29.0%(76/261) vs. 30.0%(38/128)

Skin and appendages: 10.0%(13/131) vs. 9.0%(23/261) vs. 7.0%(9/128)

Special senses: 5.0%(7/131) vs. 2.0%(5/261) vs. 4.0%(5/128)

Urogenital system: 12.0%(16/131) vs. 8.0%(21/261) vs. 9.0%(12/128)

Agrawal S et al., 2006"

Risedronate vs. Placebo:

AE - any clinical: 87.1%(27/31) vs. 89.7%(26/29)

Any upper gastrointestinal AEs: 74.2%(23/31) vs. 72.4%(21/29)
Drug-related AE: 35.5%(11/31) vs. 24.1%(7/29)

Myocardial infarction - death: 3.2%(1/31) vs. 0.0%(0/29)

Serious AE: 9.7%(3/31) vs. 3.4%(1/29)

Upper GI AE - abdominal pain: 29.0%(9/31) vs. 6.9%(2/29)

Upper GI AE - moderate to severe: 51.6%(16/31) vs. 58.6%(17/29)

Alexandersen P et al., 1999'!

Estrogen vs. Estrogen+Fluoride vs. Fluoride vs. Placebo:

Breast tenderness, edema, headache, nausea, weight gain, mood change: 92.3%(24/26) vs. 96.0%(24/25) vs. 52.0%(13/25) vs.
12.5%(3/24)

Endometrial bleeding: 23.1%(6/26) vs. 20.0%(5/25) vs. 8.0%(2/25) vs. 8.3%(2/24)

Exanthema: 30.8%(8/26) vs. 8.0%(2/25) vs. 12.0%(3/25) vs. 33.3%(8/24)

Joint pain, pain in extremities, heartburn: 19.2%(5/26) vs. 32.0%(8/25) vs. 28.0%(7/25) vs. 29.2%(7/24)

Severe AEs: 0.0%(0/25) vs. 0.0%(0/24)

Amory JK et al., 2004

Testosterone vs. Testosterone+Finasteride vs. Placebo:

Cerebral hemorrhage: 4.2%(1/24) vs. 0.0%(0/22) vs. 0.0%(0/24)
Prostate cancer: 8.3%(2/24) vs. 0.0%(0/22) vs. 4.2%(1/24)
Sleep apnea: 4.2%(1/24) vs. 0.0%(0/22) vs. 0.0%(0/24)
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Author, Year, Drug,
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Adverse events reported

Anderson GL et al., 2003"*

Estrogen with progestin vs. Placebo:

Borderline ovarian cancer: 0.0%(1/8506) vs. 0.0%(3/8102)
Cervical cancer: 0.1%(8/8506) vs. 0.1%(5/8102)

Endometrial cancer: 0.3%(27/8506) vs. 0.4%(31/8102)

Invasive ovarian cancer: 0.2%(20/8506) vs. 0.1%(12/8102)
Non-endometrial uterine cancer: 0.0%(1/8506) vs. 0.0%(0/8102)
Other gynecologic cancer: 0.1%(6/8506) vs. 0.0%(1/8102)

Anderson GL et al., 2004

Estrogen vs. Placebo:

Adjudicated deaths: 5.2%(278/5310) vs. 5.0%(272/5429)
Breast cancer - death: 0.1%(4/5310) vs. 0.1%(8/5429)
Cardiovascular - death: 1.8%(93/5310) vs. 1.7%(95/5429)
Colorectal cancer: 1.1%(61/5310) vs. 1.1%(58/5429)
Coronary Heart Disease: 3.3%(177/5310) vs. 3.7%(199/5429)
Death: 5.5%(291/5310) vs. 5.3%(289/5429)

Invasive breast cancer: 1.8%(94/5310) vs. 2.3%(124/5429)
Other cancer - death: 2.1%(110/5310) vs. 2.2%(118/5429)
Stroke: 3.0%(158/5310) vs. 2.2%(118/5429)

Unknown cause - death: 0.4%(20/5310) vs. 0.2%(13/5429)
Venous thromboembolic disease: 1.9%(101/5310) vs. 1.4%(78/5429)

Aris RM et al., 2000"°

Pamidronate vs. Control:

Bone pain: 0.0%(0/16) vs. 0.0%(0/18)

Cellulitis: 0.0%(0/16) vs. 0.0%(0/18)

Fever: 0.0%(0/16) vs. 0.0%(0/18)

Hypocalcemia: 0.0%(0/16) vs. 0.0%(0/18)

Mild hypervitaminosis D: 0.0%(0/16) vs. 0.0%(0/18)
Thrombophlebitis: 0.0%(0/16) vs. 0.0%(0/18)

Aris RM et al., 2004

Alendronate vs. Control:

Death: 0.0%(0/24) vs. 4.2%(1/24)
Diarrhea: 4.2%(1/24) vs. 8.3%(2/24)
Dysphagia: 0.0%(0/24) vs. 0.0%(0/24)
Nephrolithiasis: 4.2%(1/24) vs. 0.0%(0/24)
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Author, Year, Drug,
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Adverse events reported

Ascott-Evans BH et al., 20037

Alendronate vs. Placebo:

Clinical AE: 63.2%(60/95) vs. 61.2%(30/49)
Hot flashes: 2.1%(2/95) vs. 10.2%(5/49)
Serious AE: 0.0%(0/95) vs. 0.0%(0/49)
Upper GI AE: 15.8%(15/95) vs. 12.2%(6/49)

Barrett-Connor E et al., 2002

Placebo total vs. Raloxifene 120mg vs. Raloxifene 60mg:

Any cardiovascular (CV) event: 3.7%(96/2576) vs. 3.7%(94/2572) vs. 3.2%(82/2557)

Any cerebrovascular event: 1.6%(41/2576) vs. 1.5%(39/2572) vs. 1.4%(37/2557)

Any coronary event: 2.1%(55/2576) vs. 2.2%(56/2572) vs. 1.8%(45/2557)

Coronary death, myocardial infarction, unstable angina: 1.7%(45/2576) vs. 1.7%(44/2572) vs. 1.5%(39/2557)
Fatal CV event: 0.6%(15/2576) vs. 0.7%(19/2572) vs. 0.5%(12/2557)

Fatal cerebrovascular event: 0.2%(6/2576) vs. 0.2%(6/2572) vs. 0.1%(3/2557)

Fatal coronary event: 0.3%(9/2576) vs. 0.5%(13/2572) vs. 0.4%(9/2557)

Incident MI by serial ECGs: 0.3%(9/2576) vs. 0.2%(5/2572) vs. 0.3%(8/2557)

Incident MI or myocardial ischemia identified by serial ECGs: 4.3%(110/2576) vs. 3.5%(89/2572) vs. 3.5%(89/2557)
Nonfatal CV event: 3.2%(82/2576) vs. 2.9%(75/2572) vs. 2.7%(70/2557)

Nonfatal cerebrovascular event: 1.4%(36/2576) vs. 1.3%(33/2572) vs. 1.3%(34/2557)

Nonfatal coronary event: 1.8%(46/2576) vs. 1.7%(43/2572) vs. 1.4%(36/2557)

Bartram SA et al., 2003"

Calcium vs. Pamidronate+Calcium+Vitamin D:
Flu-like symptoms 24hrs after infusion: 0.0%(0/37) vs. 8.1%(3/37)
Nausea: 8.1%(3/37) vs. 0.0%(0/37)
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Bauer DC et al., 2000%° Alendronate vs. Placebo:

Abdominal pain: 13.7%(443/3236) vs. 13.1%(422/3223)

Acid regurgitation: 6.6%(214/3236) vs. 6.1%(197/3223)
Anorexia: 0.7%(24/3236) vs. 0.9%(30/3223)

Any UGI tract AE: 47.5%(1536/3236) vs. 46.2%(1490/3223)
Any esophageal AE: 10.0%(322/3236) vs. 9.4%(303/3223)

Any gastric or duodenal AE: 4.0%(130/3236) vs. 4.0%(129/3223)
Any gastric or duodenal perforations, ulcers, bleeding: 1.6%(53/3236) vs. 1.9%(61/3223)
Barrett's esophagus: 0.0%(1/3236) vs. 0.0%(0/3223)

Duodenitis: 0.2%(7/3236) vs. 0.1%(4/3223)

Dyspepsia: 18.2%(588/3236) vs. 19.1%(617/3223)

Dysphagia: 0.7%(23/3236) vs. 0.7%(24/3223)

Erosive esophagitis: 0.1%(2/3236) vs. 0.0%(0/3223)
Esophagalgia: 0.2%(6/3236) vs. 0.1%(2/3223)

Esophageal stricture: 0.3%(10/3236) vs. 0.2%(7/3223)
Esophageal ulcer: 0.2%(7/3236) vs. 0.2%(6/3223)

Esophagitis: 0.7%(24/3236) vs. 0.4%(14/3223)

Gastritis: 2.5%(82/3236) vs. 2.3%(75/3223)

Hemorrhage, GI: 0.1%(4/3236) vs. 0.2%(7/3223)

Nausea: 10.9%(354/3236) vs. 11.8%(379/3223)

Odynophagia: 0.1%(2/3236) vs. 0.0%(0/3223)

Reflux esophagitis: 2.0%(65/3236) vs. 2.2%(72/3223)

Serious UGI AE requiring hospitalization: 2.0%(65/3236) vs. 1.8%(59/3223)
Serious esophageal AEs: 0.3%(11/3236) vs. 0.2%(5/3223)

Ulcer gastric: 0.8%(26/3236) vs. 0.8%(27/3223)

Ulcer, duodenal: 0.1%(4/3236) vs. 0.3%(11/3223)

Ulcer, duodenal with hemorrhage: 0.1%(3/3236) vs. 0.0%(1/3223)
Ulcer, gastric with hemorrhage: 0.3%(9/3236) vs. 0.2%(6/3223)
Ulcer, gastrojejunal: 0.0%(1/3236) vs. 0.0%(0/3223)

Ulcer, peptic: 0.3%(10/3236) vs. 0.4%(13/3223)

Ulcer, peptic with hemorrhage: 0.0%(0/3236) vs. 0.0%(1/3223)
Vomiting: 3.4%(110/3236) vs. 3.1%(99/3223)
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Adverse events reported

Baum M et al., 2002%'

Anastrozole vs. Tamoxifen vs. Tamoxifen+Anastrozole:

All deaths: 6.4%(200/3125) vs. 6.5%(203/3116) vs. 6.9%(215/3125)

Any venous thrombembolic event: 2.0%(64/3125) vs. 3.5%(109/3116) vs. 4.0%(124/3125)
Cataracts: 3.4%(107/3125) vs. 3.7%(116/3116) vs. 3.4%(105/3125)

Colorectal cancer: 0.8%(24/3125) vs. 0.6%(19/3116) vs. 0.3%(9/3125)

Contralateral breast cancer: 0.4%(14/3125) vs. 1.1%(33/3116) vs. 0.9%(28/3125)

Deaths after recurrence: 3.9%(122/3125) vs. 3.9%(122/3116) vs. 4.6%(145/3125)

Deaths before recurrence: 2.5%(78/3125) vs. 2.6%(81/3116) vs. 2.2%(70/3125)

Deep venous thromboembolic events including PE: 1.0%(32/3125) vs. 1.7%(54/3116) vs. 2.0%(63/3125)
Distant recurrence of breast cancer as a first event: 5.1%(158/3125) vs. 5.8%(182/3116) vs. 6.5%(204/3125)
Ductal carcinoma in situ: 0.2%(5/3125) vs. 0.1%(3/3116) vs. 0.2%(5/3125)

Endometrial cancer: 0.1%(3/3125) vs. 0.4%(13/3116) vs. 0.2%(6/3125)

Fatigue/tiredness: 15.5%(483/3125) vs. 15.0%(466/3116) vs. 13.9%(435/3125)

Head and neck cancer: 0.2%(5/3125) vs. 0.2%(5/3116) vs. 0.2%(5/3125)

Hot flushes: 33.9%(1060/3125) vs. 39.4%(1229/3116) vs. 39.8%(1243/3125)

Invasive breast cancer: 0.3%(9/3125) vs. 1.0%(30/3116) vs. 0.7%(23/3125)

Ischemic cardiovascular disease: 2.4%(76/3125) vs. 1.9%(59/3116) vs. 2.2%(68/3125)
Ischemic cerebrovascular event: 1.0%(31/3125) vs. 2.1%(65/3116) vs. 1.6%(51/3125)
Local recurrence of breast cancer: 2.1%(67/3125) vs. 2.7%(83/3116) vs. 2.6%(81/3125)
Lung cancer: 0.3%(8/3125) vs. 0.2%(7/3116) vs. 0.1%(4/3125)

Melanoma: 0.0%(0/3125) vs. 0.2%(6/3116) vs. 0.0%(1/3125)

Mood disturbances: 15.4%(480/3125) vs. 15.1%(469/3116) vs. 15.4%(482/3125)
Musculoskeletal disorders: 27.5%(860/3125) vs. 21.2%(660/3116) vs. 21.9%(685/3125)
Nausea and vomiting: 10.4%(324/3125) vs. 10.1%(315/3116) vs. 11.6%(363/3125)

Other cancers: 0.7%(22/3125) vs. 0.9%(28/3116) vs. 0.9%(29/3125)

Ovarian cancer: 0.2%(6/3125) vs. 0.3%(9/3116) vs. 0.2%(6/3125)

Recurrence of breast cancer year 1: 2.5%(77/3125) vs. 2.3%(71/3116) vs. 2.8%(87/3125)
Recurrence of breast cancer year 2: 2.5%(78/3125) vs. 4.1%(127/3116) vs. 3.9%(123/3125)
Recurrence of breast cancer year 3: 2.0%(64/3125) vs. 2.5%(77/3116) vs. 2.6%(80/3125)
Skin cancer: 1.2%(39/3125) vs. 1.0%(32/3116) vs. 0.9%(27/3125)

Vaginal bleeding: 4.4%(138/3125) vs. 8.1%(253/3116) vs. 7.6%(238/3125)

Vaginal discharge: 2.8%(86/3125) vs. 11.4%(354/3116) vs. 11.4%(357/3125)
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Bekker PJ et al., 2004*

AMG 162 0.01mg/kg vs. AMG 162 0.03mg/kg vs. AMG 162 0.1mg/kg vs. AMG 162 0.3mg/kg vs. AMG 162 1mg/kg vs.
AMG 162 3mg/kg vs. Placebo:

Injection site pain: 0.0%(0/6) vs. 0.0%(0/6) vs. 0.0%(0/6) vs. 0.0%(0/6) vs. 16.7%(1/6) vs. 0.0%(0/7) vs. 0.0%(0/12)
Injection site rash and burning: 0.0%(0/6) vs. 0.0%(0/6) vs. 0.0%(0/6) vs. 0.0%(0/6) vs. 0.0%(0/6) vs. 14.3%(1/7) vs.
0.0%(0/12)

Bell NH et al., 2002%

Alendronate vs. Placebo:

Any AE: 90.9%(30/33) vs. 93.8%(30/32)
Abdominal distension: 0.0%(0/33) vs. 3.1%(1/32)
Abdominal pain: 21.2%(7/33) vs. 9.4%(3/32)
Acid regurgitation: 3.0%(1/33) vs. 0.0%(0/32)
Anorexia: 3.0%(1/33) vs. 0.0%(0/32)

Any UGI AE: 42.4%(14/33) vs. 34.4%(11/32)
Any serious AE: 9.1%(3/33) vs. 15.6%(5/32)
Diaphragmatic hernia: 0.0%(0/33) vs. 3.1%(1/32)
Dyspepsia: 3.0%(1/33) vs. 9.4%(3/32)

Gastritis: 3.0%(1/33) vs. 0.0%(0/32)

Gastric atony: 0.0%(0/33) vs. 3.1%(1/32)

Gastric reflux: 3.0%(1/33) vs. 0.0%(0/32)
Nausea: 6.1%(2/33) vs. 6.3%(2/32)

Black DM et al., 1996

Alendronate vs. Placebo:

Abdominal pain: 11.8%(121/1022) vs. 9.8%(98/1005)

Acid regurgitation/reflux: 6.9%(71/1022) vs. 7.1%(71/1005)

Any upper-gastrointestinal event: 41.3%(422/1022) vs. 40.0%(402/1005)
Death: 2.3%(24/1022) vs. 2.1%(21/1005)

Duodenal ulcer: 0.2%(2/1022) vs. 0.6%(6/1005)

Dyspepsia: 15.2%(155/1022) vs. 15.7%(158/1005)

Gastric ulcer: 0.7%(7/1022) vs. 1.6%(16/1005)

Gastritis: 2.3%(24/1022) vs. 2.0%(20/1005)

Nausea: 9.4%(96/1022) vs. 9.7%(97/1005)

Esophageal ulcer: 0.3%(3/1022) vs. 0.2%(2/1005)

Esophagitis: 0.7%(7/1022) vs. 0.4%(4/1005)

Other gastric: 0.4%(4/1022) vs. 0.2%(2/1005)

Other esophageal: 1.6%(16/1022) vs. 1.1%(11/1005)

Peptic ulcer: 0.3%(3/1022) vs. 0.7%(7/1005)

Total AE resulting in hospital admission: 24.5%(250/1022) vs. 29.9%(300/1005)
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Black DM et al., 2007

Zoledronic acid vs Placebo:

Any adverse event: 94.8%(3688/3889) vs 93.3%(3616/3876)

Any serious adverse event: 29.0%(1126/3889) vs 29.9%(1158/3876)

Arthralgia: 6.3%(245/3889) vs 2.0%(76/3876)

Atrial fibrillation: Any event: 2.4%(94/3889) vs 1.9%(73/3876)

Atrial fibrillation: Serious adverse event: 1.3%(50/3889) vs 0.5%(20/3876)
Death: 3.3%(130/3889) vs 2.9%(112/3876)

Death from cardiovascular causes: 1.0%(39/3889) vs 0.9%(33/3876)

Headache: 7.0%(273/3889) vs 2.3%(90/3876)

Influenza-like symptoms: 7.7%(301/3889) vs 1.6%(61/3876)

Myalgia: 9.4%(365/3889) vs 1.7%(66/3876)

Myocardial infarction: 1.0%(38/3889) vs 1.2%(45/3876)

Pyrexia: 16.0%(621/3889) vs 2.0%(79/3876)

Renal: Calculated creatinine clearance <30 ml/min: 4.1%(160/3889) vs 3.9%(152/3876)
Renal: Increase in serum creatinine >0.5 mg/dl: 0.8%(31/3889) vs 0.3%(10/3876)
Renal: Urinary protein >2+: 0.3%(13/3889) vs 0.1%(5/3876)

Stroke: Death from stroke: 0.5%(20/3889) vs 0.3%(11/3876)

Stroke: Serious adverse event: 2.2%(87/3889) vs 2.3%(88/3876)

Blumel JE et al., 2003%

Alendronate 10 mg/day vs. Alendronate 70 mg once a wk vs. Enteric alendronate 70 mg per wk:
Headache: 4.0%(1/25) vs. 4.0%(1/25) vs. 4.0%(1/25)

Heartburn: 28.0%(7/25) vs. 12.0%(3/25) vs. 8.0%(2/25)

Nausea: 0.0%(0/25) vs. 4.0%(1/25) vs. 0.0%(0/25)

Body JJ et al., 20027’

Alendronate vs. PTH:

Death from cardiac arrest: 0.0%(0/73) vs. 1.0%(1/73)

Leg cramps: 0.0%(0/73) vs. 8.2%(6/73)

New or worsened back pain: 19.2%(14/73) vs. 5.5%(4/73)

Positive test for antiteriparatide antibodies: 0.0%(0/73) vs. 4.1%(3/73)

Bone HG et al., 1997

Alendronate 1mg vs. Alendronate 2.5mg vs. Alendronate Smg vs. Placebo:
Drug related AEs: 19.8%(17/86) vs. 25.8%(23/89) vs. 17.2%(16/93) vs. 23.1%(21/91)
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Bone HG et al., 2000%°

Alendronate vs. Alendronate+Estrogen vs. Estrogen vs. Placebo:

Any adverse experience: 87.0%(80/92) vs. 92.9%(130/140) vs. 90.2%(129/143) vs. 90.0%(45/50)

Abdominal pain: 7.6%(7/92) vs. 7.9%(11/140) vs. 6.3%(9/143) vs. 4.0%(2/50)

Any serious adverse experience: 14.1%(13/92) vs. 13.6%(19/140) vs. 11.9%(17/143) vs. 10.0%(5/50)

Any upper gastrointestinal adverse experiences: 27.2%(25/92) vs. 33.6%(47/140) vs. 30.1%(43/143) vs. 22.0%(11/50)
Dyspepsia: 7.6%(7/92) vs. 5.7%(8/140) vs. 6.3%(9/143) vs. 6.0%(3/50)

Esophageal irritation: 5.4%(5/92) vs. 3.6%(5/140) vs. 3.5%(5/143) vs. 4.0%(2/50)

Peptic ulcer: 0.0%(0/92) vs. 1.4%(2/140) vs. 0.0%(0/143) vs. 0.0%(0/50)

Bone HG et al., 2004°°

10 mg alendronate for 10 yrs vs. 20 mg alendronate for 2 yrs+5 mg alendronate for 3 yrs+placebo for 5 yrs vs. 5-
mg_alendronate group for 10 yrs:

Any clinical AE: 89.5%(77/86) vs. 92.8%(77/83) vs. 94.9%(74/78)

At least one upper GI event: 27.9%(24/86) vs. 24.1%(20/83) vs. 14.1%(11/78)
Death: 0.0%(0/86) vs. 0.0%(0/83) vs. 5.1%(4/78)

Duodenal ulcer: 0.0%(0/86) vs. 0.0%(0/83) vs. 1.3%(1/78)

Dysphagia: 0.0%(0/86) vs. 2.4%(2/83) vs. 0.0%(0/78)

Erosive esophagitis: 0.0%(0/86) vs. 2.4%(2/83) vs. 1.3%(1/78)

Esophagalgia: 1.2%(1/86) vs. 0.0%(0/83) vs. 0.0%(0/78)

Esophageal AE: 2.3%(2/86) vs. 7.2%(6/83) vs. 1.3%(1/78)

Esophagitis: 1.2%(1/86) vs. 1.2%(1/83) vs. 0.0%(0/78)

Odynophagia: 0.0%(0/86) vs. 1.2%(1/83) vs. 0.0%(0/78)

Serious any clinical event: 20.9%(18/86) vs. 21.7%(18/83) vs. 32.1%(25/78)
Serious upper gastrointestinal even: 0.0%(0/86) vs. 1.2%(1/83) vs. 1.3%(1/78)

Bonnick S et al., 2006

Alendronate vs. Risedronate:

Death due to upper gastrointestinal AE - hemorrhagic duodenal ulcer: 0.0%(0/520) vs. 0.2%(1/533)
Duodenal ulcer: 0.2%(1/520) vs. 0.0%(0/533)

Gastroesophageal reflux disease: 0.0%(0/520) vs. 0.2%(1/533)

One or more AEs: 87.1%(453/520) vs. 86.5%(461/533)

One or more upper gastrointestinal AE: 19.6%(102/520) vs. 17.8%(95/533)

Serious AE: 12.4%(64/520) vs. 13.5%(72/533)

Boutsen Y et al., 1997

Calcium vs. Pamidronate:
Death - Severe pulmonary infection: 7.7%(1/13) vs. 0.0%(0/14)
Mild hypercalciuria: 7.7%(1/13) vs. 7.1%(1/14)

Brown JP et al., 2001°*

Etidronate vs. Placebo:
Moderate to severe upper gastrointestinal adverse effect: 7.5%(4/53) vs. 4.9%(3/61)
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Author, Year, Drug,
Country, Trial name Adverse events reported

Brown JP et al., 2002* Risedronate 35 mg vs. Risedronate 5 mg vs. Risedronate 50 mg:

Any upper GI tract event: 18.4%(89/485) vs. 17.5%(84/480) vs. 18.7%(92/491)
Arthralgia: 14.2%(69/485) vs. 11.5%(55/480) vs. 13.4%(66/491)

Constipation: 12.2%(59/485) vs. 12.5%(60/480) vs. 12.2%(60/491)

Infection: 20.6%(100/485) vs. 19.0%(91/480) vs. 20.2%(99/491)

Moderate to severe upper GI tract event: 4.5%(22/485) vs. 4.8%(23/480) vs. 4.3%(21/491)

Brumsen C et al., 2002% Pamidronate vs. Placebo:

Colon cancer: 2.0%(1/51) vs. 0.0%(0/50)

Duodenal ulcer: 2.0%(1/51) vs. 0.0%(0/50)

Esophagitis: 2.0%(1/51) vs. 4.0%(2/50)

Histomorphometric AEs: 0.0%(0/51) vs. 0.0%(0/50)
Obstructive cholestatic disease: 0.0%(0/51) vs. 2.0%(1/50)
Transient increase AST/ALT/GGT: 2.0%(1/51) vs. 4.0%(2/50)

Campbell IA et al., 2004 Calcium vs. Etidronate vs. Etidronate+Calcium vs. Placebo:

Death: 23.5%(20/85) vs. 9.9%(8/81) vs. 15.9%(14/88) vs. 15.8%(15/95)

Headaches: 1.2%(1/85) vs. 2.5%(2/81) vs. 0.0%(0/95)

Hypercalcemia: 1.2%(1/85) vs. 0.0%(0/81) vs. 0.0%(0/95)
Nausea/vomiting/diarrhea/abdominal pain: 4.7%(4/85) vs. 12.3%(10/81) vs. 0.0%(0/95)
Non-specifically unwell: 0.0%(0/85) vs. 2.5%(2/81) vs. 0.0%(0/95)

Chailurkit LO et al., 20037 Alendronate vs. Placebo:

Abdominal pain: 2.5%(1/40) vs. 0.0%(0/40)

Asthma: 0.0%(0/40) vs. 2.5%(1/40)

Musculoskeletal pain: 2.5%(1/40) vs. 0.0%(0/40)

Myocardial infarction resulting in death: 2.5%(1/40) vs. 0.0%(0/40)

Chen M et al., 2001°* Estrogen+Calcium vs. Estrogen+Calcium+Vitamin D:
Intolerable breast tenderness: 6.7%(8/120) vs. 2.5%(3/120)
Irregular uterine bleeding: 15.8%(19/120) vs. 14.2%(17/120)
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Author, Year, Drug,
Country, Trial name

Adverse events reported

Cherry N et al., 2002%

Estrogen vs. Placebo:

Breast cancer: 0.8%(4/513) vs. 0.8%(4/504)

Cardiac death: 4.1%(21/513) vs. 6.0%(30/504)

Death from any cause: 6.2%(32/513) vs. 7.7%(39/504)
Deep vein thrombosis: 0.4%(2/513) vs. 0.2%(1/504)
Endometrial cancer: 0.0%(0/513) vs. 0.0%(0/504)
Pulmonary embolism: 0.6%(3/513) vs. 0.6%(3/504)
Reinfarction or cardiac death: 12.1%(62/513) vs. 12.1%(61/504)
Stroke: 1.9%(10/513) vs. 1.2%(6/504)

Transient ischemic attack: 2.9%(15/513) vs. 2.6%(13/504)
Vaginal bleeding: 40.5%(208/513) vs. 5.2%(26/504)

Chesnut CH et al., 1995%

Alendronate 10mg vs. Alendronate 20mg vs. Alendronate 40 mg vs. Alendronate 40mg/2.5mg vs. Alendronate Smg vs.
Placebo:

Death - chronic obstructive pulmonary disease: 0.0%(0/30) vs. 0.0%(0/32) vs. 0.0%(0/32) vs. 0.0%(0/31) vs. 3.1%(1/32) vs.
0.0%(0/31)

Rash: 0.0%(0/30) vs. 3.1%(1/32) vs. 0.0%(0/32) vs. 0.0%(0/31) vs. 0.0%(0/32) vs. 0.0%(0/31)

Chesnut CH et al., 2000*'

Nasal spray salmon calcitonin (100 iu) vs. Nasal spray salmon calcitonin (200 iu) vs. Nasal spray salmon calcitonin (400 iu)
vs. Placebo:

AE or illness not related to drug: 15.8%(50/316) vs. 16.1%(51/316) vs. 18.3%(57/312) vs. 18.0%(56/311)

Drug-related AE: 6.6%(21/316) vs. 6.0%(19/316) vs. 9.9%(31/312) vs. 6.8%(21/311)

Headache: 4.0%(38/944) vs. 7.0%(22/311)

Rhinitis (nasal congestion, nasal discharge, or sneezing): 22.0%(208/944) vs. 15.0%(47/311)
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Author, Year, Drug,
Country, Trial name

Adverse events reported

Chesnut CH et al., 2004*

Ibandronate 2.5mg vs. Ibandronate 20mg vs. Placebo:

Any AE: 90.9%(888/977) vs. 91.9%(898/977) vs. 88.9%(867/975)

Any AE leading to death: 1.1%(11/977) vs. 0.8%(8/977) vs. 1.0%(10/975)
Any drug related AE: 19.8%(193/977) vs. 18.5%(181/977) vs. 17.9%(175/975)
Any drug related serious AE: 0.3%(3/977) vs. 0.7%(7/977) vs. 0.3%(3/975)
Any serious AE: 24.0%(234/977) vs. 25.3%(247/977) vs. 21.6%(211/975)
Belching: 0.4%(4/977) vs. 0.5%(5/977) vs. 0.2%(2/975)

Duodenal ulcer: 0.1%(1/977) vs. 0.1%(1/977) vs. 0.9%(9/975)

Dyspepsia: 11.4%(111/977) vs. 9.0%(88/977) vs. 9.1%(89/975)
Esophageal ulcer: 0.2%(2/977) vs. 0.1%(1/977) vs. 0.1%(1/975)
Esophageal stenosis: 0.2%(2/977) vs. 0.0%(0/977) vs. 0.1%(1/975)
Esophagitis: 1.5%(15/977) vs. 1.0%(10/977) vs. 1.0%(10/975)

GI pain: 1.9%(19/977) vs. 2.5%(24/977) vs. 2.6%(25/975)

Gastritis: 2.3%(22/977) vs. 1.2%(12/977) vs. 2.2%(21/975)

Gastroenteritis: 5.5%(54/977) vs. 6.3%(62/977) vs. 5.5%(54/975)

Nausea: 4.2%(41/977) vs. 6.4%(63/977) vs. 6.3%(61/975)

Stomach ulcer: 0.3%(3/977) vs. 0.5%(5/977) vs. 0.6%(6/975)

Vomiting: 3.0%(29/977) vs. 2.8%(27/977) vs. 2.5%(24/975)

Chlebowski RT et al., 2003*

Conjugated equine estrogens 0.625 mg/d & medroxyprogesterone acetate 2.5 mg/d vs. Placebo:
Invasive breast cancer: 2.3%(199/8506) vs. 1.9%(150/8102)

Chlebowski RT et al., 2004*

Estrogen with progestin vs. Placebo:

Death - colorectal cancer: 0.1%(9/8506) vs. 0.1%(8/8102)

Invasive colon cancer: 0.4%(35/8506) vs. 0.8%(61/8102)

Invasive rectal cancer: 0.1%(8/8506) vs. 0.1%(11/8102)

Non-invasive colorectal cancer - carcinoids: 0.0%(2/8506) vs. 0.0%(0/8102)

Non-invasive colorectal cancer - squamous cell: 0.0%(0/8506) vs. 0.0%(1/8102)
Non-invasive colorectal cancer - stage 0 carcinoma in situ: 0.0%(3/8506) vs. 0.0%(1/8102)
Other non-invasive colorectal cancer: 0.5%(43/8506) vs. 0.9%(72/8102)

Vaginal bleeding in first year: 58.0%(4933/8506) vs. 7.0%(567/8102)

Chow CC et al., 2003%

Alendronate vs. Placebo:

Ist degree heart block due to beta-blocker treatment: 0.0%(0/20) vs. 5.0%(1/20)
Beta-blocker-induced heart block: 0.0%(0/20) vs. 5.0%(1/20)

Dizziness & fall (hospitalized): 5.0%(1/20) vs. 0.0%(0/20)

Ibuprofen-induced gastric ulcer: 0.0%(0/20) vs. 5.0%(1/20)
Methyldopa-induced hemolytic anemia: 5.0%(1/20) vs. 0.0%(0/20)
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Author, Year, Drug,
Country, Trial name Adverse events reported

Ciuffetti G et al., 19914 Calcitonin vs. Placebo:
Flushing skin: 10.0%(1/10) vs. 0.0%(0/10)

Clemmesen B et al., 1997% Continuous Risedronate vs. Cyclical Risedronate vs. Placebo:
Esophagus GI AE: 2.3%(1/44) vs. 6.8%(3/44) vs. 0.0%(0/44)
UGI AE moderate to severe: 6.8%(3/44) vs. 6.8%(3/44) vs. 6.8%(3/44)

Cohen S et al., 1999* Risedronate 2.5mg vs. Risedronate Smg vs. Placebo:

Abdominal pain: 8.0%(6/75) vs. 7.9%(6/76) vs. 5.2%(4/77)

Death - pulmonary embolism: 1.0%(1/75) vs. 0.0%(0/76) vs. 0.0%(0/77)
Diarrhea: 4.0%(3/75) vs. 10.5%(8/76) vs. 3.9%(3/77)

Duodenitis: 0.0%(0/75) vs. 1.3%(1/76) vs. 0.0%(0/77)

Dyspepsia: 6.7%(5/75) vs. 3.9%(3/76) vs. 9.1%(7/77)

Esophageal erosion: 0.0%(0/75) vs. 0.0%(0/76) vs. 1.3%(1/77)

Gastritis: 1.3%(1/75) vs. 1.3%(1/76) vs. 0.0%(0/77)

Hiatal hernia: 0.0%(0/75) vs. 1.3%(1/76) vs. 1.3%(1/77)
Moderate-to-severe upper GI AE: 6.8%(5/75) vs. 5.3%(4/76) vs. 5.3%(4/77)
Musculoskeletal: 45.3%(34/75) vs. 48.7%(37/76) vs. 48.1%(37/77)
Nausea: 2.7%(2/75) vs. 7.9%(6/76) vs. 6.5%(5/77)

Serious adverse events: 20.0%(15/75) vs. 22.4%(17/76) vs. 26.0%(20/77)
Upper gastrointestinal: 20.0%(15/75) vs. 14.5%(11/76) vs. 16.9%(13/77)

Combe B et al., 1997% Intranasal calcitonin 200iu vs. Subcutaneous calcitonin 501iu:
Atrophic mucosa w/ local irritation: 0.0%(0/102) vs. 1.0%(1/102)
Ears, nose, throat: 2.0%(2/102) vs. 2.0%(2/102)

GI disorders: 1.0%(1/102) vs. 2.9%(3/102)

Inflammatory olfactory mucosa: 1.0%(1/102) vs. 0.0%(0/102)
Nausea, vomiting: 10.8%(11/102) vs. 17.6%(18/102)
Neutropenia: 0.0%(0/102) vs. 1.0%(1/102)

Rhinitis, rhinorrhea, hydrorrhea: 8.8%(9/102) vs. 9.8%(10/102)
Sneezing, tingling: 15.7%(16/102) vs. 10.8%(11/102)
Vasomotor flushes: 13.7%(14/102) vs. 14.7%(15/102)
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Author, Year, Drug,
Country, Trial name Adverse events reported

Cooper C et al., 2003 Ibandronate (daily 2.5 mg) vs. Ibandronate (weekly 20 mg):
Any AEs: 81.8%(99/121) vs. 78.1%(89/114)

AE for Digestive System: 29.8%(36/121) vs. 23.7%(27/114)
Constipation: 6.0%(7/121) vs. 4.0%(5/114)

Death: 0.0%(0/121) vs. 0.0%(0/114)

Drug-related AEs: 31.4%(38/121) vs. 34.2%(39/114)
Drug-related serious AEs: 0.0%(0/121) vs. 0.0%(0/114)
Dyspepsia: 9.0%(11/121) vs. 6.0%(7/114)

GI AE: 33.0%(40/121) vs. 28.0%(32/114)

General Body: 23.0%(28/121) vs. 29.0%(33/114)

Musculoskeletal: 26.0%(31/121) vs. 28.0%(32/114)
Serious AEs: 9.9%(12/121) vs. 7.9%(9/114)

Cortet B et al., 1999°! Etidronate vs. Placebo:

Abdominal pains: 14.0%(6/44) vs. 18.0%(7/39)

At least one unwanted event: 84.0%(37/44) vs. 87.0%(34/39)
Gastrointestinal: 32.0%(14/44) vs. 31.0%(12/39)

Cortet B et al., 20017 Alendronate vs. Etidronate:

Abdominal distension: 4.3%(2/46) vs. 0.0%(0/53)
Diarrhea: 2.2%(1/46) vs. 0.0%(0/53)

Epigastric pain: 8.7%(4/46) vs. 0.0%(0/53)
Osteomalacia: 0.0%(0/46) vs. 1.9%(1/53)

Cosman F et al., 2001 Estrogen vs. Estrogen+ PTH:

Back pain: 0.0%(0/25) vs. 3.7%(1/27)

Breast cancer: 0.0%(0/25) vs. 3.7%(1/27)

Depression: 0.0%(0/25) vs. 3.7%(1/27)

Increased back pain: 0.0%(0/25) vs. 3.7%(1/27)

New diagnosis of breast cancer: 0.0%(0/25) vs. 3.7%(1/27)
New diagnosis of otosclerosis: 0.0%(0/25) vs. 3.7%(1/27)
Nodules at injection site: 0.0%(0/25) vs. 7.4%(2/27)
Otosclerosis: 0.0%(0/25) vs. 3.7%(1/27)

Skin modules: 0.0%(0/25) vs. 3.7%(1/27)

UTT and possible undocumented kidney stone: 0.0%(0/25) vs. 3.7%(1/27)
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Cosman F et al., 2005

Alendronate 70mg + cyclical PTH vs. Alendronate 70mg + daily PTH vs. Alendronate 70mg weekly:
Abnormal CBD: 10.0%(4/40) vs. 11.6%(5/43) vs. 4.7%(2/43)

Breast cancer: 0.0%(0/40) vs. 0.0%(0/43) vs. 2.3%(1/43)

Cardiac symptoms: 7.5%(3/40) vs. 11.6%(5/43) vs. 7.0%(3/43)

Death from complications of aortic-valve surgery: 0.0%(0/40) vs. 0.0%(0/43) vs. 2.3%(1/43)
GI effects: 17.5%(7/40) vs. 20.9%(9/43) vs. 9.3%(4/43)

Generalized fatigue: 7.5%(3/40) vs. 4.7%(2/43) vs. 0.0%(0/43)

Increase liver function tests: 0.0%(0/40) vs. 2.3%(1/43) vs. 4.7%(2/43)

Increase serum creatinine: 0.0%(0/40) vs. 0.0%(0/43) vs. 0.0%(0/43)

Increase total serum calcium: 2.5%(1/40) vs. 2.3%(1/43) vs. 0.0%(0/43)

Increase urinary calcium: creatinine ratio: 15.0%(6/40) vs. 34.9%(15/43) vs. 7.0%(3/43)
Musculoskeletal symptoms: 10.0%(4/40) vs. 23.3%(10/43) vs. 4.7%(2/43)

Redness at injection site: 15.0%(6/40) vs. 2.3%(1/43) vs. 0.0%(0/43)

Rheumatoid arthritis: 2.5%(1/40) vs. 0.0%(0/43) vs. 0.0%(0/43)

Vascular symptoms: 2.5%(1/40) vs. 4.7%(2/43) vs. 0.0%(0/43)

Crawford BA et al., 2006

Placebo vs. Zoledronic acid:

Graft failure - death: 6.7%(2/30) vs. 0.0%(0/32)
Hypocalcemia: 10.0%(3/30) vs. 40.6%(13/32)
Nephrotic syndrome: 0.0%(0/30) vs. 3.1%(1/32)
Sepsis: 3.3%(1/30) vs. 3.1%(1/32)

Sepsis - death: 0.0%(0/30) vs. 3.1%(1/32)
Suicide: 3.3%(1/30) vs. 0.0%(0/32)

Cryer B et al., 2005

Alendronate vs. Placebo:

Abdominal pain: 4.5%(10/224) vs. 0.9%(2/226)
Dyspepsia: 1.8%(4/224) vs. 2.7%(6/226)
Heartburn: 0.9%(2/224) vs. 1.8%(4/226)
Nausea: 2.7%(6/224) vs. 3.5%(8/226)

Upper GI AE: 13.4%(30/224) vs. 11.1%(25/226)
Vomiting: 1.8%(4/224) vs. 0.0%(0/226)
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Cryer B et al., 2005’ Alendronate vs. Placebo:

Any clinical AE: 63.5%(141/224) vs. 52.6%(120/230)

Abdominal distention: 2.7%(6/224) vs. 0.4%(1/230)

Abdominal pain: 2.7%(6/224) vs. 1.3%(3/230)

Any upper gastrointestinal AE: 23.7%(64/224) vs. 13.9%(32/230)
Dyspepsia: 4.9%(11/224) vs. 3.9%(9/230)

Endoscopically documented esophagitis: 0.0%(0/224) vs. 0.4%(1/230)
Eructation: 3.1%(7/224) vs. 0.0%(0/230)

Esophageal AE: 4.0%(9/224) vs. 3.0%(7/230)

Gastroesophageal reflux disease (GERD): 1.3%(3/224) vs. 1.3%(3/230)
Mild nausea: 58.0%(130/224) vs. 80.0%(184/230)

Moderate nausea: 33.0%(74/224) vs. 20.0%(46/230)

Nausea: 7.6%(17/224) vs. 4.3%(10/230)

Serious AE: 4.1%(9/224) vs. 3.5%(8/230)

Serious upper gastrointestinal AE - abdominal pain and nausea: 0.0%(0/224) vs. 0.4%(1/230)
Upper abdominal pain: 4.0%(9/224) vs. 1.3%(3/230)

Vomiting: 2.2%(5/224) vs. 1.3%(3/230)

Cummings SR et al., 1998° Alendronate vs. Placebo:

Abdominal pain: 14.5%(322/2214) vs. 14.7%(325/2218)

Acid regurgitation/reflux: 9.2%(204/2214) vs. 8.7%(194/2218)

Any AE resulting in hospitalization: 29.1%(644/2214) vs. 26.9%(596/2218)
Any UGI event: 47.5%(1052/2214) vs. 47.2%(1047/2218)

Deaths: 1.7%(37/2214) vs. 1.8%(40/2218)

Esophageal ulcer: 0.2%(4/2214) vs. 0.2%(4/2218)

Esophagitis: 0.9%(19/2214) vs. 0.5%(10/2218)

Other esophageal: 2.0%(44/2214) vs. 1.8%(41/2218)

Cummings SR et al., 2007%° Alendronate vs Placebo:

Any atrial-fibrillation adverse event: 2.5%(81/3236) vs 2.2%(71/3223)
Serious atrial-fibrillation adverse event: 1.5%(47/3236) vs 1.0%(31/3223)

C-17

Drugs: CEE=Conjugated Equine Estrogen, PTH=Parathyroid Hormone

AEs:

MI=Myocardial Infarction, UTI=Urinary Tract Infection, GI=Gastrointestinal




Appendix C1. Adverse Events

Author, Year, Drug,
Country, Trial name

Adverse events reported

Curb JD et al., 2006%

CEE vs. Placebo:

DVT: 1.6%(85/5310) vs. 1.1%(59/5429)

DVT & pulmonary embolism: 0.5%(26/5310) vs. 0.2%(12/5429)
Non-procedure related DVT: 1.2%(64/5310) vs. 0.7%(37/5429)
Non-procedure related PE: 0.6%(32/5310) vs. 0.5%(28/5429)
Non-procedure related VT: 1.5%(78/5310) vs. 1.0%(54/5429)
Procedure-related DVT: 0.3%(18/5310) vs. 0.4%(20/5429)
Procedure-related PE: 0.3%(16/5310) vs. 0.2%(9/5429)
Procedure-related VT: 0.5%(27/5310) vs. 0.5%(28/5429)
Pulmonary embolism: 1.0%(52/5310) vs. 0.7%(39/5429)
Venous thrombosis: 2.1%(111/5310) vs. 1.6%(86/5429)

Curtis JR et al., 2006°%!

Alendronate vs. Risedronate:
GI event: 23.3%(176/754) vs. 22.5%(91/404)

Cushman M et al., 2004%

Estrogen,+Progesterone vs. Placebo:

Non-procedure-related: deep vein thrombosis: 1.0%(87/8506) vs. 0.5%(40/8102)
Non-procedure-related: pulmonary embolus: 0.8%(65/8506) vs. 0.3%(23/8102)
Procedure-related: deep vein thrombosis: 0.3%(25/8506) vs. 0.2%(14/8102)
Procedure-related: pulmonary embolus: 0.2%(16/8506) vs. 0.1%(12/8102)

D'Amelio P et al., 2003%

Raloxifene vs. Raloxifene+Clodronate:
Injection site pain: 0.0%(0/23) vs. 81.8%(18/22)

Deal C et al., 2005%

Teriparatide + placebo vs. Teriparatide + raloxifene:
Hot flushes: 4.4%(3/68) vs. 17.4%(12/69)

Serious AE: 5.9%(4/68) vs. 5.8%(4/69)

Vomiting: 7.4%(5/68) vs. 0.0%(0/69)

Decensi A et al., 2003%

Control ER neg. vs. Control ER pos vs. Tamoxifen 1mg vs. Tamoxifen 20mg vs. Tamoxifen Smg:
Any AE: 0.0%(0/34) vs. 0.0%(0/29) vs. 22.5%(9/40) vs. 27.5%(11/40) vs. 30.0%(12/40)

Death: 0.0%(0/34) vs. 0.0%(0/29) vs. 2.5%(1/40) vs. 0.0%(0/40) vs. 0.0%(0/40)

Hot flashes: 0.0%(0/34) vs. 0.0%(0/29) vs. 32.0%(13/40) vs. 50.0%(20/40) vs. 36.0%(14/40)
Metastasis at distant organ: 0.0%(0/34) vs. 0.0%(0/29) vs. 0.0%(0/40) vs. 2.5%(1/40) vs. 0.0%(0/40)
Vaginal discharge: 0.0%(0/34) vs. 0.0%(0/29) vs. 26.0%(10/40) vs. 47.0%(19/40) vs. 22.0%(9/40)

Delmas PD et al., 1997

Raloxifene 150 mg vs. Raloxifene 60 mg vs. Placebo:

Breast pain: 0.0%(0/147) vs. 3.3%(5/152) vs. 2.0%(3/150)

Hot flashes: 0.0%(0/147) vs. 26.3%(40/152) vs. 22.7%(34/150)
Vaginal bleeding: 0.0%(0/147) vs. 3.0%(4/152) vs. 2.2%(3/150)
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Author, Year, Drug,
Country, Trial name

Adverse events reported

Delmas PD et al., 1997%

Risedronate+Tamoxifen vs. Tamoxifen+Placebo:

Abdominal pain: 18.5%(5/27) vs. 7.7%(2/26)

Bone pain & rash: 3.7%(1/27) vs. 0.0%(0/26)

Deaths due to relapse of breast cancer: 3.7%(1/27) vs. 3.8%(1/26)
Leukoneutropenia: 0.0%(0/27) vs. 3.8%(1/26)

Liver function abnormality: 7.4%(2/27) vs. 0.0%(0/26)

Relapse of breast cancer: 3.7%(1/27) vs. 11.5%(3/26)

Serious adverse event: 37.0%(10/27) vs. 46.2%(12/26)

Devogelaer JP et al., 1996

Alendronate 10mg vs. Alendronate 20/5mg vs. Alendronate Smg vs. Placebo:
Serious AE: 6.9%(7/102) vs. 17.1%(18/105) vs. 13.5%(14/104) vs. 16.6%(34/205)
Upper GI AE: 14.7%(15/102) vs. 18.1%(19/105) vs. 17.3%(18/104) vs. 17.1%(35/205)

Doran PM et al., 2001%

Raloxifene vs. Placebo:

Breast tenderness: 8.0%(2/25) vs. 12.0%(3/25)
Decrease in erectile function: 8.0%(2/25) vs. 4.0%(1/25)
Hot flushes: 16.0%(4/25) vs. 0.0%(0/25)

Prostatic symptom: 8.0%(2/25) vs. 12.0%(3/25)
Worsening libido: 12.0%(3/25) vs. 8.0%(2/25)

Downs RW et al., 19997°

Alendronate 1 mg - alendronate 10 mg vs. Alendronate 2.5 mg - alendronate 10 mg vs. Alendronate 5 mg - alendronate 10
mg vs. Placebo - alendronate 10 mg:

Death: 1.8%(1/57) vs. 1.6%(1/63) vs. 0.0%(0/63) vs. 0.0%(0/63)

Drug-related AE: 1.8%(1/57) vs. 7.9%(5/63) vs. 6.3%(4/63) vs. 3.2%(2/63)

Patients with one or more AEs: 80.7%(46/57) vs. 82.5%(52/63) vs. 79.4%(50/63) vs. 81.0%(51/63)
Serious AE: 8.8%(5/57) vs. 12.7%(8/63) vs. 11.1%(7/63) vs. 12.7%(8/63)

Serious GI affects: 0.0%(0/57) vs. 0.0%(0/63) vs. 0.0%(0/63) vs. 1.6%(1/63)

Serious drug-related AE: 0.0%(0/57) vs. 0.0%(0/63) vs. 0.0%(0/63) vs. 0.0%(0/63)

Upper GI AEs - drug-related: 1.8%(1/57) vs. 7.9%(5/63) vs. 4.8%(3/63) vs. 1.6%(1/63)

Upper GI AEs - one or more: 7.0%(4/57) vs. 19.0%(12/63) vs. 9.5%(6/63) vs. 14.3%(9/63)

Upper GI AEs - serious: 0.0%(0/57) vs. 0.0%(0/63) vs. 0.0%(0/63) vs. 1.6%(1/63)

Upper GI AEs- serious drug-related: 0.0%(0/57) vs. 0.0%(0/63) vs. 0.0%(0/63) vs. 0.0%(0/63)
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Downs RW et al., 2000”!

Alendronate vs. Calcitonin vs. Placebo:

Abdominal distension: 1.7%(2/118) vs. 0.0%(0/123) vs. 3.4%(2/58)
Abdominal pain: 4.2%(5/118) vs. 0.8%(1/123) vs. 1.7%(1/58)
Acid regurgitation: 2.5%(3/118) vs. 0.0%(0/123) vs. 6.9%(4/58)
Any serious AE: 5.9%(7/118) vs. 4.1%(5/123) vs. 3.4%(2/58)
Chest pain: 2.5%(3/118) vs. 0.0%(0/123) vs. 3.4%(2/58)
Constipation: 0.8%(1/118) vs. 1.6%(2/123) vs. 3.4%(2/58)
Dyspepsia: 4.2%(5/118) vs. 0.0%(0/123) vs. 0.0%(0/58)
Epistaxis: 0.0%(0/118) vs. 4.9%(6/123) vs. 0.0%(0/58)
Flatulence: 0.8%(1/118) vs. 0.0%(0/123) vs. 3.4%(2/58)

Nasal irritation: 0.0%(0/118) vs. 6.5%(8/123) vs. 0.0%(0/58)
Nausea: 3.4%(4/118) vs. 0.8%(1/123) vs. 1.7%(1/58)

Rhinitis: 0.0%(0/118) vs. 3.3%(4/123) vs. 0.0%(0/58)

Draper MW et al., 19967

Estrogen vs. Raloxifene 200 mg vs. Raloxifene 600 mg vs. Placebo:

Back pain: 0.0%(0/64) vs. 1.7%(1/60) vs. 3.2%(2/63) vs. 10.9%(7/64)
Breast pain: 15.6%(10/64) vs. 0.0%(0/60) vs. 1.6%(1/63) vs. 7.8%(5/64)
Vaginitis: 12.5%(8/64) vs. 1.7%(1/60) vs. 4.8%(3/63) vs. 3.1%(2/64)
Vasodilation: 3.1%(2/64) vs. 11.7%(7/60) vs. 22.2%(14/63) vs. 10.9%(7/64)

Eastell R et al., 20007

Risedronate 15 mg cyclical vs. Risedronate 2.5 mg/d vs. Placebo:

AE: 22.5%(9/40) vs. 15.0%(6/40) vs. 15.0%(6/40)

Abdominal pain: 20.0%(8/40) vs. 20.0%(8/40) vs. 2.5%(1/40)
Duodenal ulcers: 5.0%(2/40) vs. 0.0%(0/40) vs. 0.0%(0/40)

Dyspepsia: 30.0%(12/40) vs. 20.0%(8/40) vs. 42.5%(17/40)
Esophagitis: 2.5%(1/40) vs. 5.0%(2/40) vs. 0.0%(0/40)

Esophagitis with gastric and duodenal ulcers: 0.0%(0/40) vs. 2.5%(1/40) vs. 0.0%(0/40)
Gastric erosion: 0.0%(0/40) vs. 0.0%(0/40) vs. 2.5%(1/40)

Gastric ulcer and esophagitis: 0.0%(0/40) vs. 0.0%(0/40) vs. 2.5%(1/40)
Gastric ulcers: 0.0%(0/40) vs. 0.0%(0/40) vs. 2.5%(1/40)

Gastritis: 5.0%(2/40) vs. 0.0%(0/40) vs. 2.5%(1/40)

Nausea: 12.5%(5/40) vs. 12.5%(5/40) vs. 7.5%(3/40)

Serious AE: 47.5%(19/40) vs. 62.5%(25/40) vs. 52.5%(21/40)

Upper GI AE: 52.5%(21/40) vs. 37.5%(15/40) vs. 55.0%(22/40)
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Eisman JA et al., 2004"* Alendronate vs. Placebo:

Any adverse event: 40.4%(91/225) vs. 38.4%(86/224)

Abdominal colic: 0.4%(1/225) vs. 0.4%(1/224)

Abdominal pain: 0.9%(2/225) vs. 0.9%(2/224)

Any drug-related* upper gastrointestinal adverse event: 8.0%(18/225) vs. 6.7%(15/224)
Any serious upper gastrointestinal adverse event: 0.4%(1/225) vs. 0.4%(1/224)
Any upper gastrointestinal adverse event: 9.3%(21/225) vs. 9.8%(22/224)
Bloated feeling: 0.0%(0/225) vs. 0.9%(2/224)

Dyspepsia: 0.9%(2/225) vs. 0.4%(1/224)

Dysphagia: 0.0%(0/225) vs. 0.4%(1/224)

Epigastric discomfort: 0.4%(1/225) vs. 0.0%(0/224)

Epigastric pain: 1.8%(4/225) vs. 1.3%(3/224)

Esophageal ulcer: 0.0%(0/225) vs. 0.4%(1/224)

Gastritis: 0.0%(0/225) vs. 0.9%(2/224)

Gastroenteritis: 0.4%(1/225) vs. 0.0%(0/224)

Gastroesophageal reflux disease: 0.0%(0/225) vs. 0.4%(1/224)

Heartburn: 2.7%(6/225) vs. 0.9%(2/224)

Nausea: 3.6%(8/225) vs. 2.7%(6/224)

Tympanism: 0.0%(0/225) vs. 0.4%(1/224)

Vomiting: 1.3%(3/225) vs. 0.0%(0/224)

El-Agroudy AE et al., 20057 Alendronate vs. Calcitonin vs. Vitamin D vs. Control:

Hypocalcemia: 20.0%(3/15) vs. 13.3%(2/15) vs. 0.0%(0/15) vs. 0.0%(0/15)

Nasal stuffiness: 0.0%(0/15) vs. 13.3%(2/15) vs. 0.0%(0/15) vs. 0.0%(0/15)

Nausea and epigastric pain: 13.3%(2/15) vs. 0.0%(0/15) vs. 0.0%(0/15) vs. 0.0%(0/15)
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Ensrud K et al., 20067

Raloxifene vs. Placebo:

Cardiovascular event: 5.5%(149/2725) vs. 4.7%(61/1286)
Cardiovascular event - fatal: 0.6%(17/2725) vs. 0.5%(6/1286)
Cardiovascular event - nonfatal: 5.0%(137/2725) vs. 4.4%(57/1286)
Cerebrovascular event: 2.7%(73/2725) vs. 2.3%(29/1286)
Cerebrovascular event - nonfatal: 2.6%(70/2725) vs. 2.3%(29/1286)
Coronary event: 3.1%(85/2725) vs. 2.6%(33/1286)

Coronary event - fatal: 0.4%(11/2725) vs. 0.4%(5/1286)

Coronary event - nonfatal: 2.7%(74/2725) vs. 2.3%(29/1286)

Fatal stroke: 0.2%(6/2725) vs. 0.1%(1/1286)

Myocardial infarction: 1.2%(33/2725) vs. 0.9%(12/1286)

Stroke: 1.8%(49/2725) vs. 1.5%(19/1286)

Transient ischemic attack: 1.0%(26/2725) vs. 0.9%(12/1286)
Unstable angina: 1.5%(42/2725) vs. 1.4%(18/1286)

Ensrud KE et al., 200477

Alendronate vs. Placebo:

Abdominal pain: 5.0%(33/662) vs. 5.7%(25/437)

Acid reflux: 3.3%(22/662) vs. 3.7%(16/437)

Any AE resulting in hospitalization: 27.6%(183/662) vs. 28.6%(125/437)
Any UGTI tract event: 29.8%(197/662) vs. 35.7%(156/437)

Deaths: 2.4%(16/662) vs. 1.8%(8/437)

Duodenal ulcer: 0.5%(3/662) vs. 0.2%(1/437)

Esophageal ulcer: 0.6%(4/662) vs. 0.5%(2/437)

Esophagitis: 0.5%(3/662) vs. 0.7%(3/437)

Gastric ulcer: 0.5%(3/662) vs. 0.9%(4/437)

Evans RA et al., 19937®

Calcium vs. Etidronate vs. Etidronate+Phosphate:
Constipation: 18.2%(2/11) vs. 6.7%(1/15) vs. 0.0%(0/10)
Diarrhea: 0.0%(0/11) vs. 46.7%(7/15) vs. 50.0%(5/10)
Dry mouth: 9.1%(1/11) vs. 0.0%(0/15) vs. 0.0%(0/10)
Hip pain: 0.0%(0/11) vs. 6.7%(1/15) vs. 0.0%(0/10)
Indigestion: 27.3%(3/11) vs. 0.0%(0/15) vs. 0.0%(0/10)
Leg cramps: 0.0%(0/11) vs. 6.7%(1/15) vs. 0.0%(0/10)
Mild nausea: 0.0%(0/11) vs. 46.7%(7/15) vs. 30.0%(3/10)
Skin rash: 0.0%(0/11) vs. 6.7%(1/15) vs. 0.0%(0/10)
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Evio S et al., 2004" Alendronate vs. Alendronate+Estrogen vs. Estrogen:

Arrhythmia: 0.0%(0/30) vs. 3.3%(1/30) vs. 3.3%(1/30)

Back and leg pains: 6.7%(2/30) vs. 0.0%(0/30) vs. 0.0%(0/30)

Breast tenderness: 0.0%(0/30) vs. 0.0%(0/30) vs. 16.7%(5/30)

Myocardial infarction: 3.3%(1/30) vs. 0.0%(0/30) vs. 0.0%(0/30)
Repeated respiratory infections: 0.0%(0/30) vs. 3.3%(1/30) vs. 0.0%(0/30)
Stomach problems: 6.7%(2/30) vs. 6.7%(2/30) vs. 6.7%(2/30)

With night sweating: 0.0%(0/30) vs. 0.0%(0/30) vs. 3.3%(1/30)

Fan SL et al., 2003%° Pamidronate vs. Control:
Acute rejection: 55.6%(5/9) vs. 75.0%(6/8)
Finkelstein JS et al., 1998%! GnRH vs. PTH+ GnRH:

Acne: 13.6%(3/22) vs. 9.5%(2/21)

Arthralgia: 31.8%(7/22) vs. 61.9%(13/21)

Back pain: 13.6%(3/22) vs. 19.0%(4/21)

Emotional lability: 40.9%(9/22) vs. 42.9%(9/21)

Hair loss: 4.5%(1/22) vs. 9.5%(2/21)

Headaches: 59.1%(13/22) vs. 66.7%(14/21)

Mild discomfort at injection site: 0.0%(0/22) vs. 9.5%(2/21)

Mild erythema at injection site: 0.0%(0/22) vs. 9.5%(2/21)

Mild hypercalcemia at 24hrs after injection: 0.0%(0/22) vs. 1.0%(0/21)
Mild hypercalcemia at 4hrs after injection: 0.0%(0/22) vs. 17.0%(4/21)
Mild nausea: 4.5%(1/22) vs. 33.3%(7/21)

Myalgias: 13.6%(3/22) vs. 19.0%(4/21)

Nasal irritation: 31.8%(7/22) vs. 4.8%(1/21)

Vaginal dryness: 22.7%(5/22) vs. 19.0%(4/21)

Vasomotor flushes: 100.0%(22/22) vs. 95.2%(20/21)

Weight gain > 5kg: 31.8%(7/22) vs. 33.3%(7/21)

Weight loss > 5kg: 12.0%(3/22) vs. 12.0%(3/21)

Finkelstein JS et al., 2006* Alendronate & teriparatide vs. Teriparatide:
Hypercalcemia - dose reduced: 14.3%(4/28) vs. 7.4%(2/27)
Hypercalciuria - dose reduced: 7.1%(2/28) vs. 14.8%(4/27)
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Fisher B et al., 1998% Tamoxifen 20mg vs. Placebo:

Acute ischemic syndrome: 0.4%(27/6681) vs. 0.3%(20/6707)

Amyotrophic lateral sclerosis resulting in death: 0.0%(0/6681) vs. 0.0%(2/6707)
Angina requiring coronary artery bypass or angioplasty: 0.2%(13/6681) vs. 0.2%(14/6707)
Automobile accident resulting in death: 0.0%(1/6681) vs. 0.0%(2/6707)
Breast cancer: 1.9%(124/6681) vs. 3.6%(244/6707)

Cancer death - primary site unknown: 0.0%(3/6681) vs. 0.1%(5/6707)
Cataracts in people cataract-free at randomization: 8.6%(574/6681) vs. 7.6%(507/6707)
Colon cancer: 0.2%(11/6681) vs. 0.1%(9/6707)

Connective tissue cancer: 0.0%(1/6681) vs. 0.0%(2/6707)

Death - Brain cancer: 0.0%(1/6681) vs. 0.0%(3/6707)

Death - Breast cancer: 0.0%(3/6681) vs. 0.1%(6/6707)

Death - Colon cancer: 0.0%(1/6681) vs. 0.0%(1/6707)

Death - Extrahepatic bile duct cancer: 0.0%(0/6681) vs. 0.0%(1/6707)

Death - Heart disease (ischemic and other): 0.2%(13/6681) vs. 0.2%(12/6707)
Death - Kidney cancer: 0.0%(0/6681) vs. 0.0%(2/6707)

Death - Lung cancer: 0.1%(8/6681) vs. 0.2%(11/6707)

Death - Lymphatic system cancer: 0.0%(2/6681) vs. 0.1%(4/6707)

Death - Melanoma cancer: 0.0%(1/6681) vs. 0.0%(0/6707)

Death - Myocardial infarction: 0.1%(7/6681) vs. 0.1%(8/6707)

Death - Occlusive stroke: 0.0%(0/6681) vs. 0.0%(2/6707)

Death - Ovary cancer: 0.0%(2/6681) vs. 0.0%(1/6707)

Death - Pancreas cancer: 0.0%(2/6681) vs. 0.1%(6/6707)

Death - Pulmonary embolus: 0.0%(3/6681) vs. 0.0%(0/6707)

Death - Stroke: 0.1%(4/6681) vs. 0.0%(3/6707)

Death - Thyroid gland cancer: 0.0%(0/6681) vs. 0.0%(1/6707)

Death - Unknown cause: 0.1%(4/6681) vs. 0.1%(4/6707)

Death - Uterus (endometrium) cancer: 0.0%(0/6681) vs. 0.0%(1/6707)

Death - arterial disease other than stroke: 0.0%(2/6681) vs. 0.0%(0/6707)
Death - vascular disease: 0.3%(22/6681) vs. 0.2%(15/6707)

Deep vein thrombosis: 0.5%(35/6681) vs. 0.3%(22/6707)

Depression ces-d 16-22: 15.6%(1042/6681) vs. 16.1%(1080/6707)
Depression ces-d 23-29: 10.1%(675/6681) vs. 9.5%(637/6707)
Depression ces-d 30-36: 5.1%(341/6681) vs. 5.4%(362/6707)
Depression ces-d >=37: 3.7%(247/6681) vs. 3.6%(241/6707)
Gallbladder cancer: 0.0%(0/6681) vs. 0.0%(1/6707)
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Fisher B et al., 1998
Continued

Hemorrhagic stroke: 0.1%(10/6681) vs. 0.1%(6/6707)

Hemorrhagic stroke - death: 0.0%(3/6681) vs. 0.0%(1/6707)

Hot flashes - extremely bothersome: 17.6%(1176/6681) vs. 10.1%(677/6707)
Hot flashes - moderately bothersome: 21.8%(1456/6681) vs. 21.7%(1455/6707)
Hot flashes - not bothersome: 19.4%(1296/6681) vs. 31.4%(2106/6707)

Hot flashes - quite a bit bothersome: 28.1%(1877/6681) vs. 18.6%(1248/6707)
Hot flashes - slightly bothersome: 14.1%(942/6681) vs. 18.2%(1221/6707)

In situ endometrial cancer: 0.0%(1/6681) vs. 0.0%(3/6707)

Invasive breast cancer: 1.3%(89/6681) vs. 2.6%(175/6707)

Invasive endometrial cancer: 0.5%(36/6681) vs. 0.2%(15/6707)

Kidney cancer: 0.0%(2/6681) vs. 0.0%(3/6707)

Liver cancer: 0.0%(0/6681) vs. 0.0%(0/6707)

Lung, trachea, bronchus cancer: 0.3%(20/6681) vs. 0.3%(17/6707)

Lymphatic, hematopoietic systems cancer: 0.2%(14/6681) vs. 0.2%(11/6707)
Miscellaneous deaths (11 different causes): 0.1%(7/6681) vs. 0.1%(6/6707)
Mouth, pharynx, larynx cancer: 0.0%(3/6681) vs. 0.0%(2/6707)

Myocardial infarction: 0.5%(31/6681) vs. 0.4%(28/6707)

Nervous system cancer: 0.0%(1/6681) vs. 0.0%(3/6707)

Noninvasive breast cancer: 0.5%(35/6681) vs. 1.0%(69/6707)

Occlusive stroke: 0.3%(21/6681) vs. 0.2%(14/6707)

Other genital cancer: 0.1%(4/6681) vs. 0.1%(4/6707)

Ovary/fallopian tube cancer: 0.1%(10/6681) vs. 0.2%(11/6707)

Pancreas cancer: 0.1%(4/6681) vs. 0.1%(7/6707)

Pulmonary embolism: 0.3%(18/6681) vs. 0.1%(6/6707)

Rectum cancer: 0.1%(4/6681) vs. 0.0%(3/6707)

Retroperitoneum cancer: 0.0%(0/6681) vs. 0.0%(1/6707)

Skin cancer: 0.2%(11/6681) vs. 0.1%(9/6707)

Stomach cancer: 0.0%(1/6681) vs. 0.0%(2/6707)

Stroke of unknown etiology: 0.1%(7/6681) vs. 0.1%(4/6707)

Thyroid gland cancer: 0.1%(4/6681) vs. 0.1%(5/6707)

Transient ischemic attach: 0.3%(19/6681) vs. 0.4%(25/6707)

Unknown cancer: 0.1%(4/6681) vs. 0.1%(6/6707)

Urinary bladder cancer: 0.0%(3/6681) vs. 0.0%(1/6707)

Vaginal discharge - extremely bothersome: 3.1%(207/6681) vs. 1.2%(80/6707)
Vaginal discharge - moderately bothersome: 16.6%(1109/6681) vs. 8.5%(570/6707)
Vaginal discharge - quite a bit bothersome: 9.3%(621/6681) vs. 3.3%(221/6707)
Vaginal discharge - slightly bothersome: 26.2%(1750/6681) vs. 21.8%(1462/6707)
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Appendix C1. Adverse Events

Author, Year, Drug,
Country, Trial name Adverse events reported

Flicker L et al., 1997% Calcitonin vs. Calcitonin+Nandrolone vs. Nandrolone vs. Placebo:

Death: 6.3%(2/32) vs. 3.2%(1/31) vs. 3.3%(1/30) vs. 3.3%(1/30)

Erythematous vocal cords: 0.0%(0/32) vs. 3.2%(1/31) vs. 0.0%(0/30) vs. 0.0%(0/30)
Increased facial hair: 0.0%(0/32) vs. 0.0%(0/31) vs. 20.0%(6/30) vs. 0.0%(0/30)
Leg edema: 0.0%(0/32) vs. 0.0%(0/31) vs. 13.3%(4/30) vs. 0.0%(0/30)

Nasal irritation: 0.0%(0/32) vs. 0.0%(0/31) vs. 0.0%(0/30) vs. 3.3%(1/30)

Voice hoarseness: 0.0%(0/32) vs. 0.0%(0/31) vs. 83.3%(25/30) vs. 0.0%(0/30)

Fogelman I et al., 2000* Etidronate vs. Placebo:
Lung cancer: 0.0%(0/59) vs. 1.6%(1/62)

Fogelman I et al., 2000* Risedronate 2.5mg vs. Risedronate Smg vs. Placebo:

Any clinical event: 93.5%(172/184) vs. 94.4%(169/179) vs. 95.6%(172/180)
Abdominal pain: 10.9%(20/184) vs. 12.8%(23/179) vs. 12.2%(22/180)
Dyspepsia: 13.6%(25/184) vs. 8.4%(15/179) vs. 10.0%(18/180)

Esophageal ulcer: 1.1%(2/184) vs. 1.7%(3/179) vs. 0.6%(1/180)
Esophagitis: 3.3%(6/184) vs. 1.7%(3/179) vs. 2.2%(4/180)

Gastritis: 1.1%(2/184) vs. 1.7%(3/179) vs. 0.0%(0/180)

Serious AE: 11.4%(21/184) vs. 14.5%(26/179) vs. 15.0%(27/180)

Stomach ulcer: 1.1%(2/184) vs. 0.6%(1/179) vs. 2.8%(5/180)

Withdrawal due to AE: 9.8%(18/184) vs. 10.6%(19/179) vs. 7.8%(14/180)

Frediani B et al., 1998% Alendronate vs. Alendronate, Vitamin D vs. Vitamin D vs. Placebo:
Gastric pain: 6.7%(2/30) vs. 10.0%(3/30) vs. 0.0%(0/30) vs. 26.7%(8/30)

Freedman M et al., 2001% Estrogen vs. Raloxifene 150 mg vs. Raloxifene 60 mg vs. Placebo:
Breast pain: 14.5%(8/55) vs. 6.7%(4/60) vs. 3.3%(2/61) vs. 6.8%(4/59)
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Fujita T et al., 1999*

PTH 100 u vs. PTH 200 u vs. PTH 50 u:

Abdominal pain: 0.0%(0/75) vs. 1.4%(1/72) vs. 1.4%(1/73)
Anorexia: 0.0%(0/75) vs. 1.4%(1/72) vs. 0.0%(0/73)

Belching: 1.3%(1/75) vs. 0.0%(0/72) vs. 0.0%(0/73)

Chills: 0.0%(0/75) vs. 1.4%(1/72) vs. 0.0%(0/73)

Dizziness: 2.7%(2/75) vs. 1.4%(1/72) vs. 1.4%(1/73)

Eczema: 0.0%(0/75) vs. 0.0%(0/72) vs. 1.4%(1/73)

Facial flush: 0.0%(0/75) vs. 1.4%(1/72) vs. 0.0%(0/73)

Febrile episode: 1.3%(1/75) vs. 4.2%(3/72) vs. 0.0%(0/73)
Febrile sensation: 2.7%(2/75) vs. 1.4%(1/72) vs. 1.4%(1/73)
General malaise: 1.3%(1/75) vs. 4.2%(3/72) vs. 1.4%(1/73)
Headache: 4.0%(3/75) vs. 5.6%(4/72) vs. 2.7%(2/73)

Itching: 0.0%(0/75) vs. 0.0%(0/72) vs. 1.4%(1/73)

Lumbago: 1.3%(1/75) vs. 1.4%(1/72) vs. 0.0%(0/73)

Nausea: 9.3%(7/75) vs. 20.8%(15/72) vs. 5.5%(4/73)

Sensation of weakness: 1.3%(1/75) vs. 1.4%(1/72) vs. 0.0%(0/73)
Sleepiness: 1.3%(1/75) vs. 0.0%(0/72) vs. 0.0%(0/73)
Subcutaneous hemorrhage: 0.0%(0/75) vs. 0.0%(0/72) vs. 1.4%(1/73)
Thirst: 0.0%(0/75) vs. 0.0%(0/72) vs. 1.4%(1/73)

Vomiting: 1.3%(1/75) vs. 5.6%(4/72) vs. 0.0%(0/73)
Whole-body reddening: 1.3%(1/75) vs. 0.0%(0/72) vs. 0.0%(0/73)
Yawning: 1.3%(1/75) vs. 0.0%(0/72) vs. 0.0%(0/73)

Fukunaga M et al., 2002%

Etidronate vs. Risedronate:

Any AE: 81.2%(95/117) vs. 81.4%(96/118)
Abdominal distension: 1.7%(2/117) vs. 5.9%(7/118)
Abnormal lab data: 12.0%(14/117) vs. 9.3%(11/118)
Cardiovascular events: 0.9%(1/117) vs. 2.5%(3/118)
Constipation: 6.0%(7/117) vs. 3.4%(4/118)
Dermatologic events: 2.6%(3/117) vs. 2.5%(3/118)
Epigastric pain: 7.7%(9/117) vs. 7.6%(9/118)

GI events**: 19.7%(23/117) vs. 22.9%(27/118)
Nausea: 0.9%(1/117) vs. 3.4%(4/118)

Neurologic events: 4.3%(5/117) vs. 4.2%(5/118)
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Fuleihan G et al., 2005°" Pamidronate vs. Placebo:

Amenorrheic: 52.4%(11/21) vs. 57.9%(11/19)

Flu-like syndrome after first infusion: 4.8%(1/21) vs. 0.0%(0/19)
Hypocalcemia: 0.0%(0/21) vs. 0.0%(0/19)

Geusens P et al., 1997 Etidronate vs. Placebo:

Anaphylactic shock: 0.0%(0/18) vs. 5.3%(1/19)
Death: 5.6%(1/18) vs. 0.0%(0/19)

Diarrhea: 0.0%(0/18) vs. 10.5%(2/19)

Nausea: 11.1%(2/18) vs. 5.3%(1/19)

Vomiting: 5.6%(1/18) vs. 5.3%(1/19)

Geusens P et al., 1998 Etidronate vs. Placebo:

Anaphylactic shock: 0.0%(0/18) vs. 5.3%(1/19)

Death - Ruptured aortic aneurysm: 5.6%(1/18) vs. 0.0%(0/19)
Diarrhea: 0.0%(0/18) vs. 10.5%(2/19)

Nausea: 11.1%(2/18) vs. 5.3%(1/19)

Vomiting: 5.6%(1/18) vs. 5.3%(1/19)

Giannini S et al., 2001* Alendronate+ Calcium+Vitamin D vs. Calcium+Vitamin D:
Abdominal pain: 5.0%(1/20) vs. 15.0%(3/20)

Acid regurgitation: 5.0%(1/20) vs. 0.0%(0/20)

Nausea: 10.0%(2/20) vs. 5.0%(1/20)

Gnudi S et al., 1988 Calcitonin 1001u vs. Calcitonin 50iu vs. Placebo:

Cutaneous rush: 0.0%(12/23) vs. 0.0%(12/22) vs. 0.0%(0/17)
Gastrointestinal: 0.0%(25/23) vs. 0.0%(18/22) vs. 0.0%(6/17)
Local pain: 0.0%(1/23) vs. 0.0%(0/22) vs. 0.0%(0/17)
Vasomotor: 0.0%(31/23) vs. 0.0%(27/22) vs. 0.0%(0/17)

Golden NH et al., 2005 Alendronate vs. Placebo:
Dyspepsia: 0.0%(0/15) vs. 5.9%(1/17)
Nausea and abdominal bloating: 13.3%(2/15) vs. 11.8%(2/17)
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Grady D et al., 2004”7

Raloxifene vs. Placebo:

Any venous thrombosis: 1.2%(59/5129) vs. 0.5%(14/2576)

Any venous thrombosis year 1: 0.5%(24/5129) vs. 0.1%(2/2576)

Any venous thrombosis year 2: 0.3%(13/5129) vs. 0.0%(1/2576)

Any venous thrombosis year 3: 0.3%(13/5129) vs. 0.3%(7/2576)

Any venous thrombosis year 4: 0.2%(9/5129) vs. 0.2%(4/2576)

Breast cancer: 0.0%(1/5129) vs. 0.0%(0/2576)

Cancer: 0.2%(9/5129) vs. 0.2%(5/2576)

Cataracts new: 4.6%(235/5129) vs. 4.9%(127/2576)

Cataracts requiring surgery: 3.2%(163/5129) vs. 3.3%(86/2576)
Cataracts total: 5.7%(291/5129) vs. 6.2%(160/2576)

Cataracts worsening: 1.1%(56/5129) vs. 1.3%(33/2576)

Death from gastrointestinal carcinoma: 0.0%(2/5129) vs. 0.0%(0/2576)
Death from lung cancer: 0.0%(1/5129) vs. 0.0%(0/2576)

Death from myocardial infarction: 0.0%(1/5129) vs. 0.0%(0/2576)
Death from pulmonary embolism due to breast cancer: 0.1%(5/5129) vs. 0.0%(0/2576)
Deep vein thrombosis: 0.8%(43/5129) vs. 0.3%(7/2576)

Gallbladder disease new: 2.4%(121/5129) vs. 2.4%(63/2576)
Gallbladder disease requiring surgery: 1.4%(71/5129) vs. 1.0%(25/2576)
Gallbladder disease total: 2.5%(130/5129) vs. 2.6%(66/2576)
Gallbladder disease worsening: 0.2%(9/5129) vs. 0.1%(3/2576)
Idiopathic thromboembolic event: 0.3%(15/5129) vs. 0.0%(1/2576)
Pulmonary embolism: 0.4%(18/5129) vs. 0.1%(2/2576)

Retinal vein thrombosis: 0.1%(4/5129) vs. 0.2%(5/2576)

Secondary thromboembolic event: 0.9%(44/5129) vs. 0.5%(13/2576)
Uterine any hyperplasia: 0.2%(8/5129) vs. 0.1%(3/2576)

Uterine cancer - homologous mixed mullerian tumor: 0.0%(0/5129) vs. 0.0%(1/2576)
Uterine can