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Visit-to-visit variation of fasting plasma glucose is a predictor of hip fracture in older persons

with type 2 diabetes: the Taiwan Diabetes Study

Chiang JI-H, Li T-C, Li C-1, Liu C-S, Meng N-H, Lin W-Y, Yang S-Y, Chen H-J, and Lin C-C
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Low serum intact parathyroid hormone level is an independent risk factor for overall mortality
and major adverse cardiac and cerebrovascular events in incident dialysis patients

Lee SA, Lee MJ, Ryu GW, Jhee JH, Kim HW, Park S, Jung S-Y, Oh HJ, Park JT, Han SH, Kang S-W, and Yoo T-H

Osteoporosis International 27 : 2717-2726, 2016
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12 VEB I (RS 5 3 A T VIR % (CKD-MBD)
3R AN4: (ESRD) BFIC BT B O IMEHRBO T B4
BN TdH 5, CKD-MBD 30BN RE LS & 2 (K [m] i
FdEREEE L LCaEsh, WE L D ESRD OIniE
AL E B L T b, ESRD BH BT 5 Bk 2 mEl
KB VE > (PTH) MU #REEOF RAAGE % X% 72
B, WIFEY oM iPTHRE (TAAPTH) A3&HTE A
BEOECE X OFEROME 1 X b (MACCEs)
W RAETHEBIZOWTHRE L7,

WAL ER

20094E1 H ~ 20134E9 H O 12 Yonsel KEFAINL A ¥
AT L TCTEN ZBME L2413 ADEEFEI N2, BN
B 12 7 A O TAAPTHARIZHE > THEE % 3HE B 11
<65pg/mL, %5 2% 65~ 300pg/mL, # 3% >300pg/
mL) (2L 7. BE DO ERILS7 15K, 222 A
(54%) DSPETZ > 720 BERIE (U408 + 2935 1)
HZ49 A (12%) 29381, 55 A (13%) I MACCEs 234 U 72,
%45 5 Cox JLBINT Clx, AR T Ciistk, EMEA
BHEICBI S TAPTHIMEIZ AT B2 20 e L
728, B1BEO N — R (HR) =2.06, 95% 15 X [H]
(CI) =1.11 ~ 3.83, P=0.023) 8 X I’'MACCEs (HR=1.82,

95%CI=1.04 ~ 3.20, P=0.036) \Z&}3 2437 L 72 f&pA
FThotz (3],

WS

BT EARE O TAPTHO KA X, £ TE LV
MACCEs O #H IZx§ 2 iR iR~—H—Th 1,
B L L CmEAIKILO#ETZ AT L 0L EbN s,

B3XV~E

WEIZIIREN TV R WA, AL TIE, LRI TR
74 v 7 W5 CEMEABRZICBIT S PTHMEA
KRS AL DTS T 2 L2 ERTHDZ &
ARENTW D, ENEHZ BT S PTH ORAHE LK
g2 RS 5o SN FE CIRMIERE O BRI &2 26T
ENTHEST, BFrtEAIALR B OFEL NS %0
Rtk S, F72L PO AT T4 THRBEICL D,
R PTH AN ME A IKAL DO AT R MG P HRAR E HET 5
ZEPHE IR TV, TNWR, THARZ T4 Tk
Wit T 2 AW ZERE R IIFFFICEETH Y, FREIZHA
E® CKD-MBD # 4 K4 » 2855 PTH H 45 Fil
WCFBRAZ BT 72IELEE SR LTV 5,

ERAZEFZHERREEFHEE KB ¥=

[R] BMBABEICHIFDEIELH IV MACCES [CHT B Cox tufl/ \B'— REFIL

All-cause mortality

Univariate Multivariate®

Multivariate®

Univariate

HR (95% Cl) HR (95% Cl)

TA-iPTH group

HR (95% ClI)

HR (95% CI)

Group 1 2.47 (1.37-4.44) 0.003 2.06 (1.11-3.83) 0.023 1.82 (1.04-3.20) 0.036 2.05 (1.12-3.76) 0.020
Group 2 1 (reference) 1 (reference)

Group 3 0.69 (0.24—1.99) 0.496 0.99 (0.33-2.98) 0.981 0.25 (0.06-1.05) 0.059 0.29 (0.07-1.26) 0.098
AUC-based iPTH group

Group 1 2.48 (1.38-4.46) 0.002 1.94 (1.03-3.64) 0.039 1.87 (1.07-3.28) 0.028 2.02 (1.10-3.70) 0.024
Group 2 1 (reference) 1 (reference)

Group 3 0.68 (0.23-1.95) 0.468 0.75 (0.25-2.23) 0.600 0.38 (0.12-1.26) 0.114 0.37 (0.11-1.24) 0.107

TA-PTH : EIRISEDME 1 > 2 7 N PTHIERE, MACCE : TER/DME A N> b, AUC : BIG FETE, DM : ¥R, CVD @ DIERR, MAP: S39ME, Ca: AL L,
P:1>, AAC : XEIRSHEIXAL, hs-CRP : &= & CRICHER, HR: N —KLt, Cf: 55EXE

SR ER, MBI, DM, CVDEE(E, 7/ 73>, CaX P&, HbAlc, log hs-CRP, Cadtah! S IREHENEM, E2I > DOERA, N—2 51 LIlH(F5 AcAC DIFTE,
THREE, PHTE  E®, MR, CVDEEE, BMAE, MAP, CaXPiE, #3L XF70O—Jb, HoAlc, loghs-CRP, CadF&h LN EA, E43IDOFER, N—
254 LIZ$H1F B AoAC DIFTE, TRE

MEEIE, FEWOME AN N, FKHEFL, CKD-MBD, BIFRRIRRILEY ' ZSIE;T\]
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Prediagnostic plasma 25-hydroxyvitamin D and pancreatic cancer survival

Yuan C, Qian ZR, Babic A, Morales-Oyarvide V, Rubinson DA, Kraft P, Ng K, Bao Y, Giovannucci EL, Ogino S, Stampfer M]J,
Gaziano JM, Sesso HD, Buring JE, Cochrane BB, Chlebowski RT, Snetselaar LG, Manson JE, Fuchs CS, and Wolpin BM

Journal of Clinical Oncology 34 : 2899-2905, 2016

© 2016 by American Society of Clinical Oncology
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EERETFIVTIRE Y 3 ¥ D OREEAS A SERIIHI R HATR
ENTWELHOD, TNFETIC FTOIMIFELY ¥ I VD
Vi & BERRAS A DT 14 & OBIRE G L72i7eidd e o 720
WXFEFHE
KED5DORBERI X TR— MZEHTND 19844EH
5 2008 4E N2 2V T D 493 %4 DN A A BE TN 2 B 2
olze Iy 7 AWBINY— FEYGET IV CHEHEE, IR—
N, A, BGRE, BRRE, SSWrEE, I, SR 2 FREE L 22
I 2T, WEEAABZEOIEEADIMBEKERILE ¥ 3 Dk
J# (AR <20 ng/mL, MHRWARE  20=~< 30 ng/mL,
FoiL =30 ng/mL) DFEENY— FILTRIIL7:, 72
¥y 3 v DZEREIE T TR O 30FEE 0 135 5% RIHTE
IS MAT TR D RIS L7z (P#HIX0.05 % 30 #1= T
ZIUECHE 5 720002 Kl A Ml #AEEE LTw5),
MR

TN A A B Wi D M4 25 K IBIL Y 7 3 ¥ DD ¥
fifilZ24.6 ng/mL T, 165%4 (33%) L% I Y DARE TH -
720 BERREHOC Y IV DAREECHT 21 ¥
IVDARER, €8IV DREHOEC Y- Flhizzh
Z10.79 (95% CI, 048 ~1.29), 0.66 (95% CI, 0.49 ~0.90)
EHBEILT LT (P trend = 001)o Z OfE[A]IZ BMI
HERIRE T L TH LD S L ho 72 (P trend = 0.02) o
[l DS A BT D S AR LLNICIAE > 7V 2 RIS L TW 5
SEBNIRT N R RE L 72 2 A, €% I VDREHOY
7 3V DARBIHT A RO T A — KL T058

ol — Insufficient 25(0H)D  (B] EFRRDABET
2 ;8. — Sufficient 25(0H)D ~ DESHTATMER 25 K
e |3 MLt 5=V DEE
S o6 ERLETFREDBR
2 : 25KBLE# 3> D%
S 041 BB T 25 KERILE
2 43 DRRBHIHL
3 0.2 TOLEFIROER
3 EBDL-.

T T T T T T T T Reprinted with permission.
0 6 12 18 24 30 36 42 48 © 2016 American Society
) Survival Time (months) of Clinical Oncology. All
No. at risk rights reserved.
Insufficient 25(OHD 165 81 43 23 18 12 9 7 7 Yuan C et al: J Clin Oncol
Sufficient 25(OHD 116 62 35 21 12 7 5 5 4 34 (24), 2016: 2899-2905.

(95% CI, 0.35~098) & X WPAZETH -7z, WMEF SNz
WINOY Y I Y DZFRIERL LR CA~DOHER Y
2 (P<0.002) ZBD%ho72h%, rs729946013 1 — Rt
T0.80 & b A - 72 (95% CI, 0.68 ~ 0.95; P=0.01),
WS

Tl AT A BB IT BT, BRI OIS 25 KERL Y & 2
YDAFRIBUIEL TV AT, AL ) E5
LB 2 EPERR SN (K),

B3XVH~E
KHBERTI & 2 & — MFZEICT, WIEAADBWHIE &
I VDRESEWIEE, EAEPRRLZLERLE
Wit Th bo AT HHEHOILRIEIZT, €4 I D%
TARY 7 F VR & 2 A A O WEFEIIH] 2532880 &7z
ZERBT ZTOMETH D, FFIZ20144ED Sherman &
DT, MES PN DA AL & PEAE9 2 R o
FEVEDZALAIES; DO BFERL PUAS A AN DI 2 F 5 L
TV &) JEFENBUNRBE O EZSE L /R L, HIZIZZO
R DR EDZALH Y 7 3 ¥ DZAEARIENC TIE#AL
THIEEAMHL TS, T2 O UJet7im Tl
BABRIIEET IV T ZIZBWT, VbV
HEAOEUAIY ¥ 2 VD7 a7 oBhnhs B4 A0 %
ST%MEFe L7z & i LT\ % (Cell 159: 80-93, 2014) . VAL
Mo, MR, SEHAELIMAS 122 AUNE FBRARTD
B A A ORI & LCTOE ¥ 3 ¥ DS
FoTWbh, LAL, AMETOMEE L TAS L, HElE
DWHIOY & I ¥V DREZIEDHAEL, b & D EDRER
R LEHIREOIKT, 2WLE Y I Y DARICHRET 515
MFE, FMAGERFN LT L LEEZONL, T
DIFEHE FRDS AR B A0 2 25 5 5 RIS, 2R ol
12 & % Performance Status D& T IEPuEEROMEH], Ff
BHOBPRINGEET L EEZONDL, LRLENS, 2ITNHD
KW 35RO ERBITRFAE IR TR Y, EF IV
DG DFERIC e D OB A ORI L L CTHEI L
I, BEEITR O 7 2 LR ER (ClinicalTrials.
gov NCT02030860) D £~ TH &M L7z
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Effects of romosozumab compared with teriparatide on bone density and mass at the spine and
hip in postmenopausal women with low bone mass

Genant HK, Engelke K, Bolognese MA, Mautalen C, Brown JP, Recknor C, Goemaere S, Fuerst T, Yang Y-C, Grauer A, and Libanati C

Journal of Bone and Mineral Research
First published: September 20, 2016. doi: 10.1002/jbmr.2932

© 2016 American Society for Bone and Mineral Research
Reproduced from J Bone Miner Res 2016, doi: 10.1002/jbmr.2932 with permission of the American Society for Bone and Mineral Research.

.Eﬁg A OPlacebo B Teriparatide B Romosozumab A OPlacebo B Teriparatide B Romosozumab

22 L aAF Y k;"f-jn:/ﬁ\'ﬁ"é%/ ra— © 25 vBMD BMC % 35- vBMD BMC Thickngss
FAHMETHBTEY AT BH L 4207 e AR -3 I i
cEEmEmms ey, Bue 0] - 13 i
MBI EHOMBELID, g 5 “;;g;
ZORHHRIBOMETIHE LV 8o B2
AT 5o wH2HRERTCIE, EEELED 55" 23;6 =36 n=24 ':;S;A’ =36 n=24 “-15- Trabecular Cortical  Cortical Cortical
MBI BNT, OBV AR T3S B VBMD BMC B VBMD BMC  Volume
FGERPLTLY Fai—b, U555 § 9] 4Ty B 16T af
Rl Mok LT DXA CHllE L2l S e 5 & i )
MBI 2 WA HIEL IS ¢/ & B 5] % 4
DR, 725 MERBOBIETT, S 1] ¢ o0 ﬂiﬁi
HGERA T TR, FUATFEET 5] £

& n=18 n=19 n=g n=18 n=19 n=g € " Trabecuar Cortical  Cortical  Cortical

EE Q0ug 1H 1MW) 2 aEY A TR

4 (210mg H 1) %21 725058 0/
FEHIZBWT, 125 H#ICQCT TR L
7o EHE & BB O AR B B (VBMD) &
FHizE BMO) IZWTHHEY AT OR)
RIZOWTHET 5, QCT M IINEHE (72
gk 7oLl & L2 04RO F) &

[ 1] EBi#E(A) SBRBEER(B) ICBIFT D QCT 2B E
ELBIEED12 hBRICHITD/\—t M k=R

BN FEFHE 5% EEREERT. P<0.03
#T T K, P<0.05%F /YT F K. n=FItA
BFEEBELRILRRS MELTDREIAE12 5
BETIC1ELEQCTBIE Z1To 72X REDE.
QCT BRIt H 5> DEBMIC DV TR
L. VBMD=ZHEBEE.

(2] BHA)DQCTBEE, BiEE, BE
BEE(B)DEEE, 5188, FE2D 1218
BICBFBIN—t " E(EER

R/NZR/FY & 5% EEXEERT. *P<0.01
#HTTEK, P<0.05T YIS F K. BIARED
SOFEEMICOVTIERE L L. VBMD=BE®
BE.

i CiT o720 OBV AT TO 14

ORI, TEHE L Y BIHEC B0 2 4 fko vBMD & BMC
Z, TIRRETIVNRTF NI LT, BGR»OHFE
(BN X 72 (42T p<0.05) (K1) o JEHEEH S vBMD &
BMClda €Y X~<7 (183%) £ 7185 F F (201%) T
FIREIC A AU L722s, BEMER B4 vBMD ¥ 7Y
NFF FICHERLTEEY AT TRED -7 137%%F
5.7%, p<0.0001) (X12), [BBtHARE vBMD & 7Y
NIFFENDTEY AT THRICKED 57228 (10.8%
xt4.2%, p=0.01), &4 vBMD ZETH - 72 (1.1% %)
—-09%, p=0.12). MEHE (23.3% % 10.9%, p<0.0001), B
BRI (3.4% %1 0.0%, p=0.03) DT EAL TRz 45 BMC B
FIRGF FEHBELTAEY AT TREPST, I

BJXVH~E

PR B HLRRE L 2 et f & L2 3BT (N
Engl J Med 375: 1532-43, 2016), 12 % HEjoua®y X<
THBRET TR LT, EEFMEEE TH L HH
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Teriparatide in patients with osteoporosis and type 2 diabetes

Schwartz AV, Pavo I, Alam J, Disch DP, Schuster D, Harris JM, and Krege JH
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Association between teriparatide treatment persistence and adherence, and fracture incidence
in Taiwan: analysis using the National Health Insurance Research Database
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Denosumab or zoledronic acid in postmenopausal women with osteoporosis previously treated

with oral bisphosphonates

Miller PD, Pannacciulli N, Brown JP, Czerwinski E, Nedergaard BS, Bolognese MA, Malouf ], Bone HG, Reginster J-Y, Singer A,

Wang C, Wagman RB, and Cummings SR

The Journal of Clinical Endocrinology & Metabolism 101 : 3163-3170, 2016
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Stiffness and strength of bone in osteoporotic patients treated with varying durations of oral

bisphosphonates

Ward J, Wood C, Rouch K, Pienkowski D, and Malluche HH

Osteoporosis International 27 : 2681-2688
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Effect of abaloparatide vs placebo on new vertebral fractures in postmenopausal women with
osteoporosis: A randomized clinical trial

Miller PD, Hattersley G, Riis BJ, Williams GC, Lau E, Russo LA, Alexandersen P, Zerbini CAF, Hu M-Y, Harris AG, Fitzpatrick
LA, Cosman E Christiansen C and the ACTIVE Study Investigators
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© 2016, American Medical Association

5=

HHEIEIC X 2852 FRIT 57201213, KRELT
W b IEHWENRDOENT WS, 7NEXTF NI, 1
IR HUIRBR ARV £ > 285K 2 P IG AL 3 % /)T
H5bo Ghl, FHBRIEIC L 25T A7 26T 5HE%
ZHEOFBMEA T T O TR 2 73127857 F FO%)
REZEWEBE L7,

WS ETSE

The Abaloparatide Comparator Trial In Vertebral
Endpoints (ACTIVE) #&BriZ, 10 » E28fik 2B\ T
20114E3 205 20144E 10 H £ TIrb 72 MAH, &
BT V72T T R TH 5, DXAZETH
E L72HE, & LRGSO FTEEDT A a7 H
—25LLFT-50% Mz, »>XHCHMEHEZ2 » BT LA
FoRgEEY, WLl 2 LoREEFHTEAT 5
A, WEES MBI X B IR T OZHIRE %
A9 %49 ~ 86 DMER AN R E LTz 72, 65
&% 2B MR EMET, FkOEHhEAT5TAIT
20 FT-50%2M2 5%, Hr0IEEHEAS LW
TZAa7 -30LAFCT-50%2@RA2ELHNRE LT,

EEMRTFIE, 187 HEEH 79 v R%2 R &5 L7821
BlE 7 88T F F80ugHt5-824 B % ik L7z. &6
WA =TIV T, 187 HM#EH T 285 F F20ug
Bz FERESIS B & 7% i) 720 EEFMEEH X, 7 1T
F PG E 75 B KRB BT 2 H MRS T O 8
& L720 BIREGIE B I2IX, KRB T AnEs - KB S -
JOEHE DS PR EEZEAL, FBLIEMHEAR T ITIENE T O R
o, HERGLE LTOED IV Y7 AIAEDFAEIS
DWW EHMi L 72,

WiER

FEIAF G 69 % D 2,463 B O PR R L ED 9 B, 1,901 61
AR Z SCE L 7zo FBMEAR T T DTS AL, TN
85 F FF#E06%, 7Tk AREE42% T, U A7 % -364
(95% 15 HEIX [H] —5.42 ~ —2.10, P<0.001) £ HEIZ 7 /31
NTGF FEETHT 2RO (). MG ITITONWT
b, BT T <A X —HHIZB VT — FH057 (95%
fEWEIX I 0.32 ~ 1.00, P=0.049) & 73085 F FEECTH
BV A7 OB ERD. FEEICEL T, K
VEAEER, KBS SEEE, WEHEDETOIMICB W T T/ E
NTF FRETHELZ FAZRO, AEERE L THEE

[R] 18 n ADAEZDEHOBIT TR
Study Participants With Fracture, No. (%) Abaloparatide vs Placebo

Abaloparatide vs Teriparatide Teriparatide vs Placebo

Abaloparatide Placebo Teriparatide RD HR P RD HR P RD HR P
(n = 824) (n=821) (n=818) (95% Cl) (95% Cl) Valued (95% CIb) (95% CI) Value (95% Cl) (95% Cl) Value
Primary End Point
New vertebral 4 (0.6) 30(4.2) 6(0.8) -3.64 RR, 0.14 <.001 -3.38 RR, 0.20 <.001
fracture (-5.42to (0.05to (-5.18to (0.08 to
-2.10) 0.39) -1.80) 0.47)
Secondary End Point
Nonvertebral 18 (2.7) 33(4.7) 24(3.3) -2.01 0.57 .049 -0.55 0.79 44 -1.46 0.72 22
fracture (-4.02t0 (0.32to (-2.34t0 (0.43to (-3.50to0 (0.42to
-0.00) 1.00) 1.24) 1.45) 0.58) 1.22)
Exploratory End Points
Major 10 (1.5) 34(6.2) 23(3.1) -4.73 0.30 <.001 -1.65 0.45 .03 -3.09 0.67 14
osteoporotic (-8.07to (0.15to (-3.18to0 (0.21to (-6.53t0 (0.39to
fracture -1.40) 0.61) -0.11) 0.95) 0.36) 1.14)
Clinical fracture 27 (4.0) 49 (8.3) 35(4.8) -4.24 0.57 .02 -0.73 0.81 40 =351 0.71 1M
(-7.93to (0.35to (-2.89to (0.49to (-7.22to (0.46to
-0.54) 0.91) 1.43) 1.33) 0.21) 1.09)

HR: /¥ —FKtk, RD: VX%

7IONNSF K, BIEEE. ACTIVE H8 ' 2&3@;&]
\



PR BEREREOHRERBINICNT D7 NNONSFROMR SV MET S EnERRREER

ENEHN T AMFEDFIERED, 7V /87 F F I
64% 2L LT 7/ T 85 F FEET34% (P=0.006) & A
B o 720

BER

FHBIEZH T 5 HRHRIEICBNT, 7TNa8T7F
R Rz T BA O 18 » A2 b 72 o THHMER S I
BIUOIHEREHOU 27 28K L 720 5B EHICT N
085 F FOwet & A HEORE, o mHERE G
HORE L OBV ULETH 5,

B3XV~E

ToNaXT F FIEPTHPHEARTH Y, BAFOPTH
FEERTH LT VT F FIZH LT, SREREREIE
L COREDFRNZ EAMFEESN TV D, ABEITD 7
VG F FBEA =TV F\UTEHLLDOD, FEE
MBIETITICBWTIZ T /N85 F RO BN
WP Z R L T b, 5k, oS HEERRSE L

DM AR 5 .
RRAZEFIHMEREERE - A2BATR ST th—

#xE% |



F—ARSVU7ICHEITZ20FEHDEHFEDFEROEIL : 205/~

D 2 HEDEITERIETIRDLLER

Secular changes in postfracture outcomes over 2 decades in Australia: A time-trend Comparison
of excess postfracture mortality in two birth controls over two decades

Bliuc D, Tran T, Alarkawi D, Nguyen TV, Eisman JA, and Center JR

Journal of Clinical Endocrinology ¢ Metabolism 101 : 2475-2483, 2016
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Age-adjusted HR

(E] BIFBISKUMRIIC K DB 5 ERDERHIERET =
DOES1 & DOES2(2 34— hOR THBEEZBO AV IERE A o7

T248 (95% EHHIX [H] 1.87 ~322) & a4k — b THEE
RO 7z (K)o

mEE

WE20FEM T, FIHBOTFHRIEILFEL TR NWT L
BHLNE R ST Thhb, FHBEOFFIHEIL20
FEMTARETH Y, FIBOFRmMHIEIE TR 250
DFEFTHb, SHOBFHNIFIHRDOEHREZHFHEOMKE
AR E LTRELRMETHL I L Z2RIBLTWA,

BJXVHME

CD2FEHTHHOFHE, —EADDFHFaiTeE
ZROIZHOD, FTNEIZEBICENEOHEIE, &
THBROEGTFHRIILE L TV Do 20 ) KHEE, W
PICEIEOBI) A7 BED T+ 0 =T v THEATHT
HHWERBEL TV L. FIEORE) A7 BHEITHLT,
W 22 7 A O —T7 v TR BT A I EE R
IRiEETH 5o AITH B I N T HEREEH I

WETHYLS Uy —E ARG EORESBEENS,
RRAFEFIMERESRE - A2BAT = th—

BIFGEBY, BIFESETE, DOES Jh—h

AXER |
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Therapy of hypoparathyroidism with PTH(1-84): A prospective six year investigation of efficacy

and safety

Rubin MR, Cusano NE, Fan W-W, Delgado Y, Zhang C, Costa AG, Cremers S, Dworakowski E, and Bilezikian JP

The Journal of Clinical Endocrinology & Metabolism 101 : 2742-2750, 2016
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mE=R A
FH O, FHIHIRBRAR AR TR R o0

T AHELTAMEZ e FPTH [rhPTH (1-

84) [HEHO AR & eI § A &

ToTHY, NI TIZAEROBHHREE

Z i LT b (JCEM, 2013; 98:137-144) g
G, 64EM ORI BV T 4 &
(Ca) f3 & R OLALE WS L 72, £
W5iE & R 3.
Ox& & FE g

DR AR R AR i B 334 (K 12644,
BUE74) xS IEEMALHETN & BFE %
110720 BEER, M hmE BRI RE AR

JiE 20 44, 1244, DiGeorges 0
FAE20%, HOREE 124 & i Years of tPTH(1-84) Treatment
(] rhPTH(1-84)1%5IC k2 BEEEBRHY—H—DEL
AR EERDEEE IR, BHEABSAMETIEERESYBERICHEML, BEESRM1/IEAT
BEERICED U B BN —H—THIMECTXEBHRY—H—CTHDMEPINPIX, WTh

1A TH o720 HEBEIZRH 100 ug
D rhPTH (1-84) DR FHe5-20 5 BB S 1,
i CaifE75 ~ 85 me/dL & HEEIZ, #%

—o— Lumbar Spine
-- - Femoral Neck
—e— Total Hip
- - 1/3 Radius

2 3 4 5 6 01 2 3 4 5 6

Years of tPTH(1-84) Treatment

HERMES Y EF LTV e

I Ca %] L GEMEREIE & 3~ DEFA O S
B LU rhPTH (1-84) D55 - $45- 1
S S iz,
QR

# TR O rhPTH (1-84) OG5 EIZ1HH 72 ) O
T25~100 ug THh - 720 K& Ca WAL BIAHIFE 2,657 +
190 mg/ H 75 1,236 = 190 mg/ H IZ#k &, G Y #
I VD EANIBLER072 01 ug/ H2* 502301 ug/
HiciE S, fPRoBRcilEERY ¥ 3 v D EAID
ANEE %o 720 M Ca i BEIG IL A T BRAITICER 720
TW722%, R CaBiil 213 BIAAIE 275 + 24 mg/ HA 5
186 + 25 mg/ HIZiiA L 7ze MLiE Y ¥ iR 2L e Y
WZPR72NT V7228, 4 ~54AEBICRTEREL D AT L7z
BMD (&, FEMETIZ3.8 = 1%, KBEE I TIE24
+ 1%H0n, B m i 1/3300 Cld 44 = 1% L7z (K
Ao BRH~—5—TdH5IMFHECTX & L PINP IZ W
FThd EALTw (MB), AEHGRE L THEHEEIR
VDL 0572, 64T, & Calilhii (>10.2 mg/dL)
F 12, AREZEE 3 5K CalllfEid 5 180 Sz,

WS

RS B M B 120k A rhPTH (1-84) ik
W&, I CaiBEOMERE, PEASEOME, R Cadkits
DWMVICHERNTH Y, 6FEMO RGBT 5%
DHERR S N7z,

BaXV~E

DR R B BE S T AR T, B AL, R BESRS
1, BRERELZ COFAMESLIELIZRD b5,
rhPTH (1-84) 12 & » TR Cadlilt EANA L7z 2 &
5, rhPTH (1-84) 3tk DiEH LV b EAIHEZ R S
LIZS WITREME2S® 50 —75, rhPTH (1-84) 2 5:12fF
) E MR O T X, BEHE R KRR A58 T
BMD A3 U 7= i, B2 B E EARO BT = AL 1/3 A7
TIEBMD 28584 L T\ %, rhPTH (1-84) ®EH#H 512
X DR EEANORBERLFI ) A7 OEIZONWT, &5
RBLBEBLETH b,

RRAFEFIMERESRE - A2WATE KT 60

BIFRRIRALE T, BETFEHRR C NEIPRIRTLVEY, BHRH
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Dental treatments, tooth extractions, and osteonecrosis of the jaw in Japanese patients with
rheumatoid arthritis: results from the IORRA cohort study

Furuya T, Maeda S, Momohara S, Taniguchi A, and Yamanaka H

Journal of Bone and Mineral Metabolism First Online: July 2, 2016, DOI: 10.1007/s00774-016-0763-x
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BE=R

i) 7 < F (rheumatoid arthritis, RA) & BEm =2tk
DI E LA ORIE & O BIHIL, DT SRS
T&72 RABETIE, FAFBIEHSMEICR L 2 0%\,
e 51, RABEICE K AT 5 B HBREDHEIED
BEBIUIEARAF A= TH Y, EAFAF L= L5
HHEIEE OB EH S 2R o TE L TH DL, L
ML, AFORABEIIBU L hEHAR OFERE, JHTHBEIC
B4 57— ISR T WS, 2T, A&if%13, IORRA
Ik — M EHWT, KIRORA BEHEOERHERE, Wk, B
JUOGREEIEOBIREH ST A5 2 HE Lz,
BxiRETE

IORRA 24— Mi&, 20004E10 HIZ, HELTEKE
JR ) = R v ¥ — 2R SN, HAADORA R
EHPO R LRI R— N ThHbH, AWFFETIE, 201444
~ 5 H 1290 L 72IORRA 45 28 [MlFi & D 7 — % % f##T L 726
FFAIZB VT, 20134E10 H ~ 20144E3 H D6 » AR
B 5, WEHOE, R, HREOBOSHEIERESET
WLOFE, FEEOEE, 27 v r— ML, F77,
FEEBEICB L TIL, BEFGRLSOREE A L7,
MR

T v — M L725,695 AH, 2,323 A (40.2%) (3B
FHEFIED D 1, 378 A (6.5%) 13Hksh L Ty 7zo T P4E
BICE AR AR A — b EHNIRL TW721,236 NPT, 533
N (43.1%) (ZBFHAEIED B D, 83 N (6.7%) (3t L Twv»
720 Pigki L72378 AH, 83 A (22.0%) 1FE AR AR — T
ZWIRLTWize 2095, 55N (66.3%) R X Y PR

[R] SEBEFEEBMISNIBIEY DY FEEBAD, SHESOIRRER

ZHIET 5 X FRENT W2 LRI ORGSR, Eih
& B |3k & A TSR L 72 (45 P < 0.0001, = 0.023)
F72, & RRGHRIE S A I L 72 (P <0.0001),

SO T v — MCEE L 725318 A, 25 NIEFH
FESEOBAED D - 72, T D) b, [EHERLERA S T
LR CE DI ANTH o720 B 65ELLEDOET,
ANDERAFRAFA—FETL P2V Ty 23ISR L
TWwiz (B)o Aak— b ORABEIZBT 2 HBEIEOH
531 0.094%, 65 UL EOZLPEIZ BN TIZ0.26% TH - 72,
mEE

RABE TIE, HEWRAZ VE W LEITHELRD 5.
RABEZ, FOMREREIC X ) RE X ISl N5, 72
V=TV VEBHOGIHED LV, ISR, RABEIC
B 5 LEREAEDOREIZO A5 > TW A EAVRIE S U
%o F7o, BHIMERA LR E Lol & g L s g
BOEREDEP o722 L5, RA L FHGHIIZEEA
HHENL LN, RN SHLN IR 572, RABRE
DFEFHRORHE AF 2T, B A7 Tk e
ARAFR A= b2 HIET 208 PRI RETH L L%
2 HN5B. DHEOREM M OHREHEAESE LT, RABE
DUEEEOUHEIH T 2 UENRHH1E5 9 o

BaOXV~E
RABE TR, FHBIEDRE, ifhnEL D, )
AT ERFE LI P—F VR F T A Y FHPLETDH
0, R & BFHERE & OFHEDIAT R TH L EEZ LD,
RRAZFAZREZZMARARZERERHRE BE BE

Age (years) Gender

RA disease duration (years) Location BP therapy duration (years) Combined disease Daily PSL dose

79 Female 17 years Mandible Minodronate Hypertension 5 mg/day
7 years
65 Female 33 years Mandible Risedronate Diabetes mellitus 6 mg/day
8 years Hypertension
77 Female 27 years Mandible Alendronate Unknown 5 mg/day
5 years
79 Female 22 years Mandible Until last year Chronic kidney disease No use
Unknown
77 Female 17 years Maxilla Minodronate Diabetes mellitus 1 mg/day
5 years Hypertension
WA, e, EET ! s
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I



REMRERIBILRIENY O FICHEWTY A MO+ VEEZIHILE
E(EZERT D

Vagus nerve stimulation inhibits cytokine production and attenuates disease severity in
rheumatoid arthritis

Koopman FA, Chavan SS, Miljko S, Grazio S, Sokolovic S, Schuurman PR, Mehta AD, Levine YA, Faltys M, Zitnik R, Tracey K]
and Tak PP

Proceedings of the National Academy of Sciences of the USA 113 : 8284-8289, 2016

© 2016 by The National Academy of Sciences of the USA. PNAS is not responsible for the accuracy of this translation.

.%% A | Intraoperative
e . o stimulation during | | Single in-clinic [Di.sconti.nue [ Restart stimulation at
EQEU JRyAsas o (RA) ai;ﬁﬁ& % ﬁ: 9 Egﬂﬂﬂi d|agnost|c check stlmulatlon st;rr;ulatlon same level as D42
HE (1: Ej{&ﬁi%ﬂ‘a: J: - fﬁﬁ*%’idbj ro hé D-=21 D{14 D{OED; D:4 D{21 D?B D?Z D?G D{84
B THED S IR A CIERETH e
%o MBIRIER T (TNF) OMELMO 2 Escalating || Gl
=X RATT B IR O X T | et oot
N BED50% R E F TIEROEMAE 5 —= Cohort Il (N=10)
. e B c —— Combined (N=17)
TWB A, EEICA R R IEH LR v, 4000 & ;
r H ndpoin
FLEERHIIRIR OWFFEIC BT B ol DN €3000 - # 2_
+ * - g
L0, BT TV T B 7 i 2 2000 : S5 ¢ !
A A R A A E SR IR B O 5 1000 §20 b Y
}_’_ 753‘771 é ;h,'( w5 o ¥ A (1_’_ A ]\ 1z ﬁ W 0 g : 'Treatment H|atus Trea’;ment Hlatus
Ay 5 - 21 0 42 56 84 =TT 07218 &2 56 84
T, 1204 < fhﬁ‘ﬁ’)‘ﬁ’ N7y A b 7]‘/{ Study Visit Day Study Visit Day
VI A A = A L ([JIEMERS ] & D _ E _
2) &, A NAA EEE R P L EBR & S . DaAs
S y 42 f= 2 2 £ 0 -= TNF -
7 BRI 98 0 FAE FE & IR 3 B R AERHREAS T 5 £ ndpoint -3000 2
IHRAEL T B, b b CIREEVE R % & & -1 2000 &
BRI % 2 & ASTNF 45 % 95 % 7 2 g, |[Imlaton 1000 E
E :) ﬁ)ai : n i VC%] ﬁ) hVC v & ll‘o -g 6 EOKEE, = < QUi %’ SnTTel:;Jmsent Hiatus ~ Treatment Hiatus 9
B 5 0 100 200 300 400 O¥FATTrTrTT—i— 0
Tj_/f “p. 2 S © INF Release (% Change from Day -21) 3 2440 7142128 42 6 8
SRES B T D A o TR o T o R ) = Study Visit Day
WX BRI TOY A b A A% BGES [E] RABEICHIFZRMTOLPS 558 TNF Bt SR ER T DN RS R DR 2
L, AREHRERHEE 2 B L 72174 0 (WRARIZF € ‘/0)*/(1)—7.;%—(21 i)‘)fb D64 $ T EHEAL L. AEMEAHAY Y21 EH
. i e EOZAILT%RT. BIRABE(M=17)ICH135D—21, 0, 42, 56, 84 CHLPS THEIN B
ABEIZ BV OREEEM (DAS28-CRP) TIOTNFRA. #7957 ETIOMB, T5—/\—dSEMERT. TIMMOEEEIHIEOHS 8T
YH A MHA VIEEANE L TEH ; *P<0.05 vs. d—21; *P<0.01 vs. d 0; "P<0.01 vs. d42; *P<0.01 vs. d56. (C)TA— k| (MTX
.%:l:% AEICKHL-ERE), IR M EROEMFHNEEIAREICKBLULEE), MR- MIBT
I=1 DAS28-CRP DEREED 5 DFINEAL. FHELDBEEIXICD & B tA&TE TaMili ; *P<0.05 vs. d
WA RS T4 M H A VeI %R —21;"P<0.01 vs. d—21; "P<0.001 vs. d—21; P<0.001 vs. d42; P<0.05 vs. d42.(D)F A% — M
173 D—217% 50 DAS28-CRP DZEAL & TNF A D% EAL % LEE U /- Linear EJF 4 4f. DAS28-CRP
L, RAMF TTNF AL % w84 HIH IS ETNFEEDEALBET V> 72 h THEL AR £ 3B 7 (-=0.384, P<0.0001).(E) HERZ £
Hlzo THBIZHHIL, RAGREGEME D DAS28-CRP 25L& LPS 558 TNF 24 B F3(B. DAS28-CRP & TNFEEROFHEILE, 1)
BRI, ®HFLE, BRIARFCREO—AMED/INE— &R 7.
HRICEEE L (K),
WS
INHOREHRIL,  MIBWTREERSZHE L | mPp S/AN |
723K FE PR B A TNT AR 2 F 8 L CHoE 2 ik L 72 oA AT SR E DSBS ) 7~ FHEBEICR D 9 B
T EENFEL7, RARMO HCRERE, HOKEME PEMET LR OWME TH %o REZEWIHEDO T A
P RBITR S 2 BRI RIE & L TR 73 4 A A b &R S L8 L WIGHE L & 2 R R S vz,
MHETHHZ EERBEL TV, IR FEFBERREERAF - U FR @8 EA
HEMR, BIEUDRF, MEMRS, BEETET, Y MY — W
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Inflammatory arthritis and sicca syndrome induced by nivolumab and ipilimumab

Cappelli LC, Gutierrez AK, Baer AN, Albayda J, Manno RL, Haque U, Lipson EJ, Bleich KB, Shah AA, Naidoo J, Brahmer JR, Le

D and Bingham CO III

Annals of the Rheumatic Diseases published Online First: [June 22, 2016]

doi: 10.1136/annrheumdis-2016-209595
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HE®

Cytotoxic T-lymphocyte-associated protein 4 (CTLA-
4) ¥ programmed cell death protein 1 (PD-1) &% % &
e LRiEF =y 7R4 v bHESE ICIs) 1&, Z38 M
ITREDAAE 2 O L 7o D3 B A H 4 (IRAEs) %
&I, )Y~ FUERBICEUO BRI Z FEo
IRAES IZDOWTIE Tl 6N TWir v, £ 2T, ICIs
W2 & B RIETEBET R & >y MIEBERED B EZ WS 5o
W5E

20124E2 5 20164EF TV a v X - ATF R IR
F2)=v 7T, A ) AYT HLCTLA4) R =KL~
7 (PLPD-1) W6 T TH 2% ) I FEEDS D 5 LR
ENBEEWET 5o
WiER

ICIs# 5TV 7~ FMIRAEs # 584E L 72 13 AD B H
ZHE L7z (K)o FIERIZ587% T, ICHEEIZ=F
V=7, A ) AT ORMERY: (n=5) 723 WHE DN

(R] FESNCBEO AR, BREREREA

Patient Age Sex Race Type of malignancy

Anti-CTLA-4

Anti-CTLA-4

Anti-CTLA-4

Anti-CTLA-4

Anti-CTLA-4

Anti-CTLA-4

Anti-CTLA-4
Anti-CTLA-4

1 58 Male Caucasian  Renal cell carcinoma Anti-PD-1
2 46 Female Caucasian  Melanoma Anti-PD-1
3 62 Male African Non-small cell lung cancer Anti-PD-1
American Anti-CTLA-4

4 85) Male Caucasian  Melanoma Anti-PD-1
5 56 Male Caucasian ~ Non-small cell lung cancer Anti-PD-1
6 66 Male Caucasian  Melanoma Anti-PD-1
7 57 Male Caucasian  Small cell lung cancer Anti-PD-1
8 42 Male Caucasian  Non-small cell lung cancer Anti-PD-1
9 75 Female Caucasian  Non-small cell lung cancer Anti-PD-1
10 61 Male Caucasian ~ Non-small cell lung cancer Anti-PD-1
1" 57 Male Caucasian  Melanoma Anti-PD-1
12 74 Male Caucasian  Melanoma

13 74 Female Caucasian  Melanoma Anti-PD-1

Cancer Therapy Rheumatic IRAE

i (n=8) Td - 720 13 N9 ADSRAEVERI S % F89E L,
4N, MR RS REAC T 2o 22 v A ERREE
BIELT2. TOMDIRAEs & LThi%, KBk, ME
PR & FIRBR 22 % B 72 PukgbiiRiE, 13 A5 AT
Btk Cdho7zc ISAEEDEIBREA T 04 N THE
BNz, BhAx R OB ER L7z 2 NIdJE M B ffi 4212
L, XM FLFH—FETNFHEETHBESIN.
WS

TEE RS 0 43 B 12 B W T ICTs O A3 5 12D
M, V7 FIRAEs O LWIEBIATHTL 5 2 & aF
FHEND, AN ALZHEL, GBRNT2RELT,
)< FHIRAESOE TV ) AL %2 BT 5 HEL
BLWFZEDRD 5,

B3XV~E

ICTs (XM NE S OWRH ISR T 2 D 725 L7245, IRAEs
DHEIEIHET D LENDH S,

IR FEFRERREEMAF - U FR @8 EA

Best overall response (RECIST 1.1)
Inflammatory arthritis ~ Stable disease

Inflammatory arthritis ~ Partial response
Inflammatory arthritis ~ Stable disease
Inflammatory arthritis ~ Stable disease

Inflammatory arthritis ~ Stable disease
Inflammatory arthritis  Partial response

Inflammatory arthritis ~ Partial response
Inflammatory arthritis ~ Partial response

Inflammatory arthritis ~ Partial response

Sicca syndrome Stable disease

Sicca syndrome Progressive disease

Sicca syndrome Partial response

Sicca syndrome No measureable disease by RECIST;, tumour

regression observed on clinical exam

FRIAEDY) 7~ F2EEFMEZDH . CTLA-4, cytotocxic T-lymphocyte-associated protein 4 ; PD-1, programmed cell death protein 1
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Improved survival in rheumatoid arthritis: A general population-based cohort study

Zhang Y, Lu N, Peloquin C, Dubreuil M, Neogi T, Avifia-Zubieta JA, Rai SK, and Choi HK

Annals of the Rheumatic Diseases published Online First: [June 23, 2016]
doi: 10.1136/annrheumdis-2015-209058
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CIEED

B 7<= F (RA) (ZEMEERETH Y, Y
RN E SNTE, 7, BRI L7z
PRI I ZBINICZIE L TBY, ZOREIBTEIKT
WEDREESLTWADOPHET A EE LT
W5E

Yo |5 — e N 1T OB FALEFR L E% &2 720 1999 4F ~
20064F % FLI, 20074F ~ 20144 % 210 & L, RABE & 4Eifi -
Mae~<y FEEIERAT L 2L, Cox /¥ — KE
FTIVEMHL CIECEONY = FIbeEH L7,
WER

B ak— T, RARE (10,126 %) & FERA B (50,546
%) D1,000 N4EDH 72 ) OIETHUX29.1, 1804 T, T
FECHHAERNZ 770, 784K TH o120 —, HBllax—
I TIXRABE (1076940) & IERABE (53,74944) @ 1,000
NEDH 72D ORTEEIF 170, 1294 T, FHILTERIL
779, 784K TH -7z (K)o 1,000 NAED 72 ) Ok} 5L
HOEFZFY I AR— FTI5(95% CL: 75 ~116), %
Ik — P T31(95% CL:15~46), FELEHRNF— NI
R I R — FT156 (95% CI:1.44 ~ 1.69), #4 Ml a4& —
FT129(95% CI:117~142) &, wiFhdHEHar—
FTHE LTV (K)o,

WiEE

—HE AL 2R — Mg S, RA B DAL
AFHZH L &) k& ¥ LTz RABHOLH A
ME LTS EEZLNE,

H3XVHE
PEE OB R RO T — & % BE L 72 IR 12 BIRTR Wi
KThbo )< FEOME RN L T, WHHORA
DH7 B AT b UEE LT 5 FHIIEH I EIER
ARAFEZHERAGER AR - U< FH L BE

—— RA 1999-2006 (N=10126)
- =~ Comparison 1999-2006 (N=50546)
—— RA 2007-2014 (N=10769)

- == Comparison 2007-2014 (N=53479)

Cumulative Incidence of Death

Years of Follow-up

[R]FETR— b E&EATR— M (1999 ~ 2006 &34 2007 ~ 2014 4)

[CBIFBBEEY DY F(RA)BE LT SIFRABIDRIBFET =R

K] ZNZNORRICHIT 2 RA L2 FEREFETFEOBF

1999-2006

RA cohort

Non-RA cohort

2007-2014

RA cohort Non-RA cohort

(n=10 126) (n=50 546) (n=10 769) (n=53 749) p for interaction
Mean follow-up (person-years) 3.18+2.13 3.25+2.15 3.30+2.18 3.30+2.21
Deaths (n) 936 2968 605 2293
Death rate/1000 PYs (95% Cl) 29.1 (27.2t030.1) 18.0 (17.4t018.7) 17.0 (15.7 to 18.4) 12.9 (12.4-13.5)
Age-matched, sex-matched and entry year-matched rate  1.66 (1.54 to 1.79) 1.00 (Ref) 1.35(1.23to 1.48) 1.00 (Ref) <0.01
ratio (95% Cl)
Multivariable-adjusted rate ratio (95% CI)* 1.56 (1.44 to 1.69) 1.00 (Ref) 1.29 (1.17 to 1.42) 1.00 (Ref) <0.01
Age-matched, sex-matched and entry year-matched rate  11.0 (9.0 to 13.0) 0.0 (Ref) 4.1(2.6t05.6) 0.0 (Ref) <0.01
difference/1000 PYs (95% Cl)
Multivariable-adjusted rate difference/1000 PYs (95% Cl)* 9.5 (7.5 to 11.6) 0.0 (Ref) 3.1(1.5t04.6) 0.0 (Ref) <0.01

=8
2

FRyFSELERBUCHAT, SEEBFET LTI, —RE

1%, BMI, BERL (GERAEE, BUEREERSF, REBYEROG), 70—V ERGHERG, ER

EERH VG, REBMBPOH]), HAALIEE TOMIFECERERTHREL 2. BMI: 181EH, GP: —MKE, PY: AF, RA:IBEEUIYF

BEU DT, R, BEEL

_Fxax |



7Y ULIYTDORAZEM : BEIV OV FEREBICHITDRER, 95

FUEENE & FIROE R

Adalimumab long-term safety: Infections, vaccination response and pregnancy outcomes in

patients with rheumatoid arthritis

Burmester GR, Landewé R, Genovese MC, Friedman AW, Pfeifer ND, Varothai NA, and Lacerda AP

Annals of the Rheumatic Diseases published Online First: [June 23, 2016]
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BEREEN

TF) AT, 10EDEICHho THEEDL S
PERIGEMEOBE ) v~ F RA) IS NE L LIS,
KB OBINEZ 8 U CHacEy shi-gettra 7 7
ANVEHLTWS, AWFROHMIE, RABEZIZIBITS
ERE 72 7 57) A= T ORRAED SFHICEL0H 54
EHR (AES) DT v 7T — M Th b,

W5E

AKEFFEI121Z, EE 7% RA OBKRRBRTT 5 A<
O 5% 2 F 121513200 M b bR & L7z AEslE,
RYIE A & BRI E R, 1 Y7V sF o
BMICHE L72AEs TH o 72, IR EOTFT—%
75 LA TIIRL VA MY SIE L7,

(R1] PHULRYTTHESNRAGEEY DY F)BEICBIT2EES
ROFELEFE(N=15,162; 24,8104 PYs)

Adverse events E (E/100 PYs)

Serious infections 1154 (4.7)
Active tuberculosis (TB) 63 (0.3)
Opportunistic 14 (<0.1)
Zoster 19 (<0.1)

Non-serious infections
Opportunistic infections, excluding oral candidiasis, 26 (0.1)
herpes zoster and TB
Herpes zoster 424 (1.7)
Reactivation of hepatitis B* 3(<0.1)

2 ANDEENBEFADEEFMELD3 DDA N M E#28 1 124EBEIATA, BRY
AR IV AEFRDOF+1)T. E, 1> Y. E/N00PYs, 100 BEEH
DA ML

WER
HHE R IR KL, TNENATE X 1U70.3/100 &

BEHEOHEGTRAE L (F1). 2613 BRI HEN
1IbEK7z2L720 79K+ AL FH—FERELT
THYLART+ AN NLFY— N TH B R AR
HRIME SN T Dol £ V7NV VO E
FHRZ, RBWMPCcy 2 F rERE 2T TR VEY
D14% L LT 7 F Y HHEE TIE5%I1238 4 L7z,
TH) A TG OE KRR JREE & BRI EOM
MUY A7, TH)AYTIHEGRAB L OREEFE LML
FEECTH -7 (£ 2),

WS

S DGHE, 75 A TOBAOREETa 7 7 4
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Adalimumab-exposed cohort RA Comparison cohort

Healthy cohort

N=74 N=80 N=219
n (%) n (%) RR (95% Cl) n (%)

RR (95% Cl)

Live births 65 (87.8) 74 (92.5) 0.95 (0.85 to 1.05) 198 (90.4) 0.97 (0.88 to 1.07)
Major birth defects among live births 3/65 (4.6) 4/74 (5.4) 0.75* (0.13 to 3.61) 10/198 (5.1) 0.91 (0.26 to 3.22)
Major birth defects among all pregnancies 3/72 (4.2) 5/77 (6.5) 0.72* (0.14 to 3.50) 10/202 (5.0) 0.77 (0.22 to 2.67)

>3 Minor malformationst 12/45 (26.7) 18/64 (28.1) 1.15% (0.43t0 3.08)  31/123 (25.2)
* RADEBEENE (&) $5IZ TERE ; ARBDOR B L1U'95% Cli, FHERRBLV95Y% CINHTEEE L THRE

TEEWEFRBEEZVLIARDI S, BRATFHOHERMK. IEHOHUE, RAKEOEREE RS, Ba) RUILROMR THRE, HHEOR, 95% ClIIHERR &
95% CIDHTEMBEE L THHE. § LNV (ERATHE. EEOR, 95% Clix, AERR & 95% CINOHEMELE L THE. RA, BEiUYYF RR, BV

1.06§ (0.41 to 2.53)
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Predictors and outcomes of sustained, intermittent or never achieving remission in patients
with recent onset inflammatory polyarthritis: results from the Norfolk Arthritis Register

Cook MJ, Diffin ], Scire CA, Lunt M, MacGregor AJ, Symmons DPM, and Verstappen SMM

Rheumatology 55 : 1601-1609, 2016

© The Author 2016. Published by Oxford University Press on behalf of the British Society for Rheumatology
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R o R, SENL EME % (IP) & RAEHIC
9 AL DHEREMEO A CTH 5, FHOIPEEIC
BWTHEMITHZ Y Fkiny (SR), MK (IR) 7 EhE,
HHVIFRLTEMRICES 2V (NR) L ICH#ET S
R=AF74 YORREFETHZ EEHBE L7
W5E

J— 73— 7ML I AT —IHART NI IPES
DR B L CAMEHEN T =5 2 R=251f v &1,
2, 3, SARMEIUICAS 720 B, S1BAMIO TN £ 7213
EA N L L ER LT WTROBEEIZBWT Y B
VRO LN WEEZNR, EHEE 220 T O % IR,
U LDOREAZSR E L7ze R HIGEGHTE T > 5 ARIRE
TN F AT, SRR — 2 5 4 » OBER & Eif 7L —
7, HAQA 2 7O BMRZ#E L7z,

WER

£E1868 B D i (K 1h66%) HSxt4 & 7 5 720 NR,
IR & SRIZZNZN54%, 34%, 12% CTH o 7l. 4R

(R] IEFOYZT 1 v IEIRIHZRVWCEREORN—IS51 VFAETF
Model 12

Characteristics

FENTICBVTR=AF 4 VERDH L, &t (v X,
OR0.47, 95%CI:0.35, 0.63), %\ T % (OR = 0.94,
95%CI1:0.93, 0.96) , &\ HAQ (OR=059, 95%CI:048, 0.74)
JILH (OR = 0.70, 95%CI:0.50, 0.99), fSIME (OR = 0.67,
95%CI : 050, 0.90), ¥ 2> (OR = 0.74, 95%CI : 0.55,
1.00) AMEWEMRZ NV — T OMN. L7z FHHFTH o 720
IRESRIZ, #HBEZ2EETEVWHAQAI 7T LML TE
D, SAERFITOMEDAS28 & b B L Tz (35),
WS

N—=2Z T4 YRTEL OB, FEE 5o, B
i, WIEEZAET 5L EREERT S LR EET
HBHEEZOLND, ORI LY RMHY 2 GH 2 L%
LS BB REIMET 2T E R 5,

H3IXVHE
Bt ) 7~ F S5 O SAEVE BT RGO BT D 2 Tiff
DRELRZ E S 2 T2 AT L2 Gl &£ X %0
HEARET A B S

Model 2° Model 3°

OR (95% ClI)

P-value OR (95% CI) P-value OR (95% CI) P-value

Age at onset, per year 1.00 (0.99, 1.00) 0.3 = = = =
Symptom duration, per month 0.98 (0.96, 1.00) 0.09 0.98 (0.95, 1.00) 0.06 = =
Female vs male 0.39 (0.30, 0.51) <0.001 = = 0.47 (0.35,0.63)  <0.001
Swollen joints, per joint 0.94 (0.92, 0.96) <0.001 0.94 (0.92, 0.97) <0.001 — —
Tender joints, per joint 0.92 (0.90, 0.94) <0.001 0.92 (0.91, 0.94) <0.001 0.94 (0.93,0.96) <0.001
CRP per mg/I 1.00 (0.99, 1.01) 1.0 1.00 (0.99, 1.01) 0.83 — —
RF-positive, yes vs no 0.88 (0.67, 1.16) 0.37 0.90 (0.68, 1.19) 0.46 — —
Anti-CCP-positive, yes vs no? 0.86 (0.64, 1.16) 0.33 0.92 (0.68, 1.25) 0.6 = =
Never remission Referent Referent Referent Referent — —
Intermittent remission 1.15 (0.82, 1.60) 0.43 1.22 (0.86, 1.72) 0.26 — —
Sustained remission 0.55 (0.32, 0.94) 0.03 0.60 (0.34, 1.04) 0.07 — —
DAS28, per unit 0.57 (0.50, 0.65) <0.001 0.59 (0.52, 0.67) <0.001 = —
HAQ, per unit 0.39 (0.32, 0.47) <0.001 0.42 (0.34, 0.51) <0.001 0.59 (0.48,0.74)  <0.001
Satisfied 2010 ACR/EULAR criteria for RA, yes vs no 0.39 (0.30, 0.51) <0.001 0.42 (0.32, 0.55) <0.001 =
Time between symptom onset and starting DMARDS, per month 0.99 (0.98, 1.00) 0.17 0.99 (0.98, 1.00) 0.14 =
féasr;lr;gng)MARD treatment within 3 months of symptom onset, 1.66 (1.14, 2.43) 0.008 1.64 (1.1, 2.41) 0.012 _ _
Never smoked referent referent referent referent — —
Current smoker 0.99 (0.83, 1.18) 0.91 0.88 (0.73, 1.06) 0.17 = =
Smoked in the past 1.03 (0.77, 1.38) 0.86 0.88 (0.65, 1.20) 0.44 — —
Obese, BMI>30 kg/m?, yes vs no 0.49 (0.36, 0.66) <0.001 0.49 (0.36, 0.68) <0.001 0.70 (0.50, 0.99) 0.04
At least one comorbidity,® yes vs no 0.55 (0.42, 0.73) <0.001 0.57 (0.43, 0.76) <0.001 = =
Hypertensive 0.67 (0.51, 0.87) 0.003 0.63 (0.47, 0.84) 0.002 0.67 (0.50, 0.90) 0.008
Depressed 0.52 (0.40, 0.69) <0.001 0.57 (0.43, 0.76) <0.001 0.74 (0.55, 1.00) 0.05
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FIEREHIRDBE2ER & 9EIFEEERF Snail/Slug i E1E
ERFYAP/TAZ EDESGIFERICK > THEIESND

Snail/Slug binding interactions with YAP/TAZ control skeletal stem cell self-renewal and

differentiation

Tang Y, Feinberg T, Keller ET, Li X-Y, and Weiss S]

Nature Cell Biology 18 : 917-929, 2016

© 2016 Macmillan Publishers Limited, part of Springer Nature. All rights reserved.
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B3 A Snail/Slug DFERIZ DWW TR L 72,
WEEEER

1. Snail/LacZ, Slug/LacZ <7 A28\ CHHZ=H
Feauh, HEE, RSB LUK 12 Snail/Slug F8H AT -
L7z FEREIICBWTHEHADIL SN, FACS (fluores-
cence-activated cell sorting) 12 & D438k L7-fMiflads L 0N %
Z S K72 RT ORI Snaﬂ/Slug%f%fE’E D72,

2. Snail”’/Slug”*, & % \» 1& Snail”’/Slug”™< 7 Z 2 &
SCCx5EEL, 757 /7% 4 WVACre ¥721ZGFP % & A
$ 5 &2 & Y Snail”/Slug™*, Snail”/Slug™*, Snail”"/
Slug™™, @ % 1% Snail”/Slug ""SCCHlila 2 Ek L, 4
MDA MiEt L7zo Snail & Slug l3HHEIZACEEH 24
5728, Snail, Slug HURIETIZRE 2 LIER O
eiro 7275, WiEOKIRIC X 0 AT FICEIH S i,

3.7UHY YLy FEAIZ X 5 SCC o3 Mla it
b HA K TIIZBIEN S, WERETHS 222 Ak
1L & Osterix, ALP, Bglap2 mRNA D257 5
722, Runx2 \3Z4b LU e hr o 720 SEbIdE I 1T,
JE i 431t & Snail R 5 Cla 2t 2 <, SlugHl, &
%\ Z Snail/Slug RIBIZ & b #ll S 7z,

4, N5 Din vitro DFERIZ—HL T, v 7 AIZBW
THREEB L OHZES COFRBEIIHNIL MR TIX
BT, MERBIZIVPHATH 72,

5. Osterix-Cre = %7 A & Snail”"/Slug"”" O %Rz & U &
BEA b O — < A B2 Snail, @ 5\ id Slug & Bk
RIBTHTIRAEIT L ba—=T A L) TR
XL, HHEFOBIELBREICLPER TR P57z, —
7, Snail/SlugMi#H K~ 7 ZITHS 2T X D /AEL,
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WS

Snail/Slug-YAP/TAZ AL 1L SSC D¥FH, 72 5 Y
WCHEEEZ I b=V 352 ERHLNE L7 (X)),

| mPp AN |

T4 7 T2 B LC, Snail/Slug DB IZBIT
LB O THS P LR EMETH S dim
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transition, EMT) I[CEZELREHZHEH L5 L2565 NT
WABH, BREEHICOED D Z ERARIFERICE YWD T
RENTZe TNHDHRNPGHREREBRICED LI IZ

D H 5 HRLRZE
1274 7HFREFEFBMEESATE KB EZ

BHSREMARE, Snail/Slug, ZAP/TAZ, Runx2, BF¢AL

AXER |



ZLEEZa I S iPSHllidzt FDE, 1DES KU ttDOHPHEFERE
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Mapping the pairwise choices leading from pluripotency to human bone, heart, and other

mesoderm cell types

Loh KM, Chen A, Koh PW, Deng TZ, Sinha R, Tsai JM, Barkal AA, Shen KY, Jain R, Morganti RM, Shyh-Chang N, Fernhoft NB,
George BM, Wernig G, Salomon REA, Chen Z, Vogel H, Epstein JA, Kundaje A, Talbot WS, Beachy PA, Ang LT, and Weissman IL

Cell 166 : 451-467, 2016

© 2016 Elsevier Inc.
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A map of human mesoderm development
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Sp7/0sterix [BHEEY B TH DO EFHIZEICHS LT DIX

EHIRTD

Sp7/osterix is restricted to bone-forming vertebrates where it acts as a DIx co-factor in osteoblast

specification

Hojo H, Ohba S, He X, Lai LP, and McMahon AP

Developmental Cell 37 : 238-253, 2016

© 2016 Elsevier Inc.
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WAL ER
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R UZE< AR EH Lze 2O~ 2053 % H
W T ChIP-seqiE I L W IEABEBARRL7-L 25, &
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Effects of long term treatment with high doses of odanacatib on bone mass, bone strength, and
remodeling/modeling in newly ovariectomized monkeys

Duong LT, Pickarski M, Cusick T, Chen CM, Zhuo Y, Scott K, Samadfam R, Smith SY, and Pennypacker BL

Bone 88 : 113-124, 2016

© 2016 Elsevier Inc. All rights reserved.

BEX

CARAKR I — FRTFT ) AR T Lo 7B RIIEHHIF
I X AW, B 2 5 2 L T
B % MEFF9 %, Cathepsin K (CatK) O % #1345
CLETHWMREMHI TR LI EABEICHESATY
%o BALREIE I CatK BIE TICHRE AT O LR 2 4
5, HHREAESTEEEOSHLTEETH S, + 5
F %% 7 (ODN) iZ CatK @ii:%?)i‘B’J, W HERTH 0,
BE oS - AFRRISERT L2 LR, BRINE
P 5 2 5N TW 5, ODN O 45 2 4 Ei e it B
TRERN~ = —2HH L, BEE~—7 — 13880
PRI S B 25, 24E DN R — 2 5 4 » £ CTHE L, Tk
BeBERT & HIEEEIISEM EH LTSI E2VREN
Twh,

FIZIIERERR (OVX) 77 7 iZxbd A methocel
%A & L2HIRIT6, 30 mg/kg (2, 4 uM-hy,) &9
DRTO 215 A OEHREORGHBHET, g0 €7
) YT OEERBRAY, BT I X DNEHOE TR
DOEERESR, BROGEEO LA 280G L. A%
Tl MIBU BIEHERE (6 ~ 7TuM-hy,,) %82 720
FE T OB EOF % HAYIZ, ODN-L (ODN % %
RED 181548 5), ODN-H (Gt o 78545 %
ALN(7L ¥ Fax— &t FTO70mg/ 8 TOHFE
L FREEE ) B, VEH (B#iix5) fEe s, &F
fliL7z,

W5E

GAFHDOMET # 7 IV 2 W OVX L, VEH, ODN-L,
ODN-H, ALN#OABEIZ T v F 2E DT L7z, £ 512,
W, REEZ~ Y F S8/ 120 % Intact BEE L THER
L7z
WER

1. RS BILRESTERZEORETEMTE LV
T — 7 VRIRR R E S ST W B 72, S5 20HE (LV2)
KRBT T 5 — 47 2 MK O 9 BEALE 9 FFAl % 47 -

BB R PEALRE AR ©1E, ODN, ALNEEE iR
PRI o720 LV2, KEENOHH S 2 5 Ak X

otz RGBS Z VT, LV2 & KB O @I
aT—r BRI =7 v R EENICEHET 5 &,
LV21%22 ~ 23% O IE AT & & A TWizo HERTE
ME ORI E ERIK E DILIZHEEIC XL 220 o
720

2.BBE OVX#20»HDEEE X VEH # T Intact
fE L R L CaBMD (ZRICHBEE) MEHE 2%, KRBRE
BEER 4% OAXT, vBMD (ZRITEHEE) HEHE7%, KHE

2% OIT (FXTNS: AEELL) I
F o5 720 WEMEaBMD 13 VEH B & @ Hi#% T ODN-L 4.7%,
ODN-H 83%, ALN 89% @ b5, i #i vBMD IZ 155,
214, 69% D EFH (WFRHNS) A SNz KBEEH
#aBMD X ODN 8 ~ 9%, ALN 24% ® b5, KhE &
B vBMC (ZXcE &) 13 ODN-L 65% (NS),
ODN-H 162% (p < 0.05) ® E5-25% 57275, ALNT
FIIFEBALD e 2o 72 () o

3. BB E MHEEMEEE R CABEEN R
otz REESHE - B3O E5)E1E ODN T21 ~
4% DA E R LABA SN, KEEFFERICB W TIIERE
JAEDZALD e N HEHED 10 ~11% O H & 7%
BT 725 R TH o 720 ALN TIRZAED 2 Do 726

4. BIEE EME, KB SEIE SRR Do 7o KR
FEHRORKEME, Wk, PN )L F—12ODN
TEARRSNIZAS, ALN TIZZEAL R Do 720 HMER
% EOREW 285 A — % —1ZODN TEAL o 7272
W, HEEVBMCO LAICX 2HREEZZ SNz,

5. BHAERRESHA AT ) ET Y Y ZICB LT,
FIRACTE, 45 3FEMINEIE, 4 I ODN, ALN & 12K
TAR LN, BEMIEEIEODN T2~ 30 EAH 78
B ONTA, ALNTIIE L o7 BEEY ETY
Y7 ®F) CELTIE, NEHEAIKRALE X ODN
TRBBLREN 2 d 572755 ALN TIIAHEICKT
BAELNTz, BEEFY ¥ Z7ICHLTIE, BEAKALTE
W, KbE % *[S FEEFCTODN THEZ LA A
an,%kkh IR CHEE Tdh o 7275, ALNTIX
’?2'”3&75‘07:0

FIFNFT, KEE, BEE
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SRRV ILICH T 245 FTHFIOEHE, REIRSICKDEE, 8E, VETUVI ETUVINDHE

BEZ
W12, OVX 7 # 7 HFIVIZ k9 % methocel & &4

L L72#IEICT6omg/kg, 30mg/kg TP 214 H O H I
BKEBETERBAZ PHTAI L 2HE L —H
TOVX Y W23t 3 % i #© ODN D i 38 T id methocel
R L LA B IR iRE ORISR Oo NG 0o
7oo AW TIIHERINZ G L7290, FEAY < —
DOHPMC-AS # M & L72FI B 2 L 720 OVXH L
ETFVIGEIEN, FHRICE MEvE v ) e 5 a
RIEGHFHI SR O EELRETVE LTS TV S
A, TAMar KT X 2 E AR CHE RS
MBIEDIRBET N L IZF R BV I EBARBEORRS &
LTHIFoN b, RUTZEDEBRZE R, ODN TH K

[XK] EHDIOABEDDXA, pQCTICLDex vivoTVy b X hU—§ER

Bone site Intact
Parameter

TOFBEES LA L2 THhb, REFED EAIZE
B PR O FAB X W T E PR E OB O IR R
L CW AW HEMEARIE S 7z,

| mPp AN |

ARAFFECTIXIAHRBEE %2 B 2 720DN# 5T, #FiZxtd
LB W L, FEETY v RS, RETEL
FAHE S K g o gmE LAzt 32 L 2R
L7z

LA LGS, WERY 27O ERAD720HI1220164E9
H, ODNZ&tFIZIEhIEE 2o 70 EFITERS
BT ETHA,
RRAFAEREZRIMERINBEFHER BT PR ik

12

Vertebral body LV4-5

DXA
Area (cm?) 10.59 (0.20) 10.29 (0.16) 10.26 (0.25) 10.61 (0.38) 10.92 (0.50)
BMC (g) 6.88 (0.27) 6.53 (0.16) 6.82 (0.19) 7.27 (0.45) 7.62 (0.56)
BMD (g/cm?) 0.648 (0.020) 0.635 (0.012) 0.665 (0.009) 0.688 (0.023) 0.692 (0.022)

pQCT
Total area (mm?) 175.1 (5.3) 166.1 (4.4) 164.4 (6.0) 167.9 (6.3) 172.7 (10.9)
Total BMC (mg/mm) 71.9 (2.1) 67.4 (2.9) 71.8 (2.4) 77.7 (3.5) 73.7 (5.1)
Total BMD (mg/cm®) 414.6 (17.9) 405.4 (12.2) 441.2 (15.2) 463.5 (15.4) 430.8 (21.1)
Tb. Area (mm?) 105.3 (3.2) 99.8 (2.7) 98.8 (3.6) 100.9 (3.8) 103.8 (6.6)
Tb. BMC (mg/mm) 28.7 (1.3) 259 (2.1) 29.1 (1.8) 31.6 (1.9) 28.5 (3.2)
Tb. BMD (mg/cm3) 276.4 (17.5) 257.7 (17.6) 297.6 (18.0) 312.9 (14.2) 275.5 (23.6)

Femoral neck

pQCT
Total area (mm?) 104.2 (3.8) 107.8 (4.8) 102.6 (4.0) 102.0 (4.0) 109.4 (4.1)
Total BMC (mg/mm) 69.0 (2.9) 71.2 (2.4) 74.0 (3.0) 73.2 (2.5) 74.2 (2.3)
Total BMD (mg/cm?®) 665.2 (22.1) 668.5 (26.2) 729.1 (27.0) 723.3 (23.7) 684.6 (28.8)

Central femur

DXA
Area (cm?) 2.99 (0.05) 3.01 (0.05) 3.09 (0.09) 3.28 (0.11) 2.96 (0.06)
BMC (g) 1.99 (0.08) 1.91 (0.05) 2.23 (0.13) 2.47 (0.24)=F 1.83 (0.07)
BMD (g/cm?) 0.663 (0.022) 0.635 (0.015) 0.715 (0.021)f 0.740 (0.050)*1 0.617 (0.012)

pQCT
Total area (mm?) 116.5 (3.5) 115.5 (3.1) 114.5 (4.1) 125.9 (5.5) 115.9 (4.8)
Total BMC (mg/mm) 87.8 (2.9) 83.5 (1.6) 89.4 (3.5) 97.4 (6.3)~Tt 80.3 (1.8)
Total BMD (mg/cm?®) 756.3 (22.0) 726.0 (23.8) 780.3 (15.2) 772.4 (33.6) 696.4 (22.8)
Ct. area (mm?) 65.7 (1.9) 64.2 (1.3) 68.7 (2.9) 76.3 (5.7)* 60.6 (1.3)
Ct. BMC (mg/mm) 84.9 (3.0) 81.1 (1.6) 86.4 (3.4) 94.3 (6.3)=Tt 77.3 (1.8)
Ct. BMD (mg/cm?®) 1290.8 (6.2) 1264.6 (11.7) 1258.6(5.0) 1243.9(10.7)" 1275.6(9.2)

To., #B#7E; Ct, KEF
*p < 0.05 vs. VEH.

p < 0.05 vs. ALN.

b <0.01 vs. ALN.
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Minodronic acid ameliorates vertebral bone strength by increasing bone mineral density in
9-month treatment of ovariectomized cynomolgus monkeys

Tanaka M, Mori H, Kawabata K, and Mashiba T

Bone 88 : 157-164, 2016

© 2016 Elsevier Inc. All rights reserved.

E=

Y ARARS— MF G X 55 & SR % [
FECHEZE L 72 Bid D 7 v

ARWFFEIIIN R BRI =7 A VI3 7 Fu v e
MRT9 » A5G (e ho 2 EHRITAHY) L, WiRIgHER
AR & IR R BRI E &2 17 - 720
WAL ER

WAL 7216 EMD I = 7 4 FI % 5 T4l Bt
(sham), BJPHELIBRELGIHERE (OVX control), JNEEGIERTE
I/ P YEREHER SR (MIN-L), JREEIBRZI 2 F
O RS ARG MIN-HD), IREIER%E7 L > Fo v
e 54 (ALN) I2ZENEN S ILFDITIRY 70l) 72 Fli
BH D HEZIERI 3D LIEI / Fu v B 15ug/kg/
day, 150ug/kg/day, 7L v Fua UEE500ug/kg/day %
HH 95 G L7z,

B LU BR U 72 565 A MEARISOR U O i B e
(MK-550, s HTH$AcAt3) SHRMGAICE)) (Imm/ 43) %
MPFBHZ LTI o7 WADEN ZRAME, fif ELEH
AN & Z TR GEYE) 20 5300 (BE) 2R 5 5
% BRI, MUEERS O & 2 WP, BT IERIC X
0135 N B RE IR % I A OV F—, RN AL F—
ZWHRECH - 72 b0t Lz 5% EBMD (bone
mineral density) , & BMC (bone mineral content)
13 DXA (Dual energy X ray Asorption : ~HI AL F—
XA 22) 12 & D ERIL 726

MIN-H # CTH K 8, MIN-H#, ALNZEE TR =
BOVXHE L HARTHEIZHML Tz, WIPE, Pl At
V¥ —, I AEBEELZRD Lo 7. FKIZDXAIZ
Lo THIE L7228 % I MIN-HEE, MIN-L#T, Fii&
WEIMIN-H#, ALNBETOVXH# L I Tz, ik
KIE, BRRWEZEHEED LAIEERETHET LA
EAELRD o7,

WL, RIS LRI OSHE, AR OB
2 ESIAT TRl L 720 R & HIE D L Ididie

FEERIEOME D, I/ FarviE 71V v e Vg,
BT O OVX DN B OME & HSEWETH - 726
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z
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9 R o y=21505x+ 10175
° i o% __2--—r215N R=0.24
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35 EIEOMMEZRED, L) 2R EEREZRL (X),
BERE10%122 & 215N DI A EITHY L7z mRMEH
LEHERM S IEOMB % FRD, BEREHINED 10% 12
DX SITN DEAMEIZHY Lz BEEMMREIZE > T
Motz 3HEIZ T (B BEEARE, BB % R 7253
RO TFHLUT OfE, BRERMASFHLLL), BEktz
P L7k 2 A, FEERINNS VI EMIFEIE LA
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BN H L EEZ BT,

BaOX2 B
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Pamidronate functionalized nanoconjugates for targeted therapy of focal skeletal malignant

osteolysis

Yin Q, Tang L, Cai K, Tong R, Sternberg R, Yang X, Dobrucki LW, Borst LB, Kamstock D, Song Z, Helferich WG, Cheng J, and

Fan TM

Proceedings of the National Academy of Sciences of the USA 113 : E4601-4609, 2016

© 2016 by The National Academy of Sciences of the USA. PNAS is not responsible for the accuracy of this translation.
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FMARE R EIE, B 2 ISR S O 6%
DX HITHED B 0T, BAEBIIBWTKRE R ME
ThHbo —DODOENE & U TR 2 MRN8
%Y BT EDBHRD T ERRDENE G IEE ORI AR
TH DML D 50 ARWFFEICE W TITE MR I EIRWY
WK AT s8I Far— |k (Pam) & FFVILE Y
v (Doxo) & Z#E& L72F / Ki¥ (Pam-Doxo-NPs) % 1F
1% U, TS IR (03 B HUAS A R & e L 72,
WEEEER
1. Pam-Doxo-NPs X Pam #ftimL 72K ) =+ L ¥ 7
) a—)v-FY) FEE (Pam-PEG-PLA) & Doxo Z L 7z
Doxo-PEG-PLA 23t /L35 2 LIC X DEK L 72
2 Cy5 T~V L72Pam-Cy5-NPs 1 Cy5-NPs & b L,
BOEERGTHBNA Faxd 785 1 b (HA)
~Ji D ERENCHE A L7z 3.Doxo-NPsliZHAI— 7 1 v
oo BTHEE L7a~ A5 IR R K7M3 o i 2 il
Z$0HI L 724%, Pam-Doxo-NPsiZDoxo-NPs & ) & X 5
WZEEJIIZ K7TM3 M a3 s 2 $l L 720 4. KTM3 Mg % ~
7 AT BENICTEA L2212, RS- L 72 Pam-
“Cu-NPs Z%Cu-NPs & lE_EFIC L W E L ER L7 £
72 BRI & & 12 Pam-*Cu-NPs 1% K7M3 Jif 45 JE £ 4t
DR L) SR OKTIZE CER L. 5.7 R
JEE B REENICY Y 7 25— Bk L 72 Luc-K7M3 il
Zi AL, PBS, Pam-NPs, Doxo-NPs, Pam-Doxo-NPs
% Luc-K7M3 Mg A# 14, 21 HIZZhZhik5 L7z,
Luc-K7M3 Ml A% 28 H HIZHB W, Pam-NPs, » %
W d Doxo-NPs#%¢ 5-~ 7 A Tl EEIE K ICHEOZbiX
%7025 72753, Pam-Doxo-NP#%5-~ 7 A TIIES DK
IS 7z (). 6.5 WIE (0S) % FARFSRE L7z A X
\2**Tc-Pam-Doxo-NPs Z#¢5-3 % &, 2W¢fI#%121395%
@ *™Tc-Pam-Doxo-NPs (X BEIBE A & HEit X 72235, KN
\ZHEAF L 72 NPs X OS R ICH#:AE L, J#% N Doxo i1 12
Wl U ClESs oBAE 2 3901 L 720 7. %™ Tc-Pam-Doxo-NPs
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[E] Pam-Doxo-NPs hiLuc-K7M3ffaDSEEA COEEIC 5 X DEE
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B: H-E4(C & V) Pam-Doxo-NPs |3 B 88D B ETE % ) L /-

C: ¥4 70 CT: Pam-Doxo-NPs |$ K7M3 #lEZ DIEA I & 2 BRI ZIHI L 7=

.%I:Inﬁﬂ
NIFOA—=FEFFVNIEY VA
W S L2 L W BUESS R R % R L7z,

L7z kit

BJXVHME

NPs KT v Z7FUNY =3 AT A% WPt AFID
FIFEIE, &0 REDPOBENMARE R R LHREICO %
MY, BABERBEON LE2DET S Z“@ﬁ?&&ﬁ%‘ﬁ»%f‘
Hbo L LNPsIZERLEWERLHERIZLD0HRE
BRI T 272012 ib\itﬁw%‘f’\g,ﬁﬁ“% {H
%o AWFZETH V72 Pam-Doxo-NPs X, ¥ o X721 Tl
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A bispecific antibody targeting sclerostin and DKK-1 promotes bone mass accrual and fracture
repair

Florio M, Gunasekaran K, Stolina M, Li X, Liu L, Tipton B, Salimi-Moosavi H, Asuncion FJ, Li C, Sun B, Tan HL, Zhang L,
Han C-Y, Case R, Duguay AN, Grisanti M, Stevens ], Pretorius JK, Pacheco E, Jones H, Chen Q, Soriano BD, Wen ], Heron B,
Jacobsen FW, Brisan E, Richards WG, Ke HZ, and Ominsky MS

Nature Communications 7 : 11505, 2016

© 2016 Macmillan Publishers Limited. All Rights Reserved.

mEE - B

R X ) P ENDH A7 L AF Vid, LA Wnt
TP NVERET S ) BIRRE T 5, 20720,
PLA 7 L O ATV HURIZE IR & At 3 % B MR TG e
DO—2L LTI TWw5b, L2 L, DKK-1 (Dickkopfl)
LHHM Wit ¥ 7 FVOERTF L LTERHT 5 2 28
HOENERSTBY, L DEICEREELFHET 572012
(XG5 Wt B SRS &2 #0135 LB 23H 50 AWFZET
EA 7 La X5 vk DKK-1ICRS 5 B RduiR 21k
L, BRI OEINEEICNT 28R 2 L7z,
W5E, BR

1. 9088 (OVX) 7 v MCHIAZ Lu A F U Hifk
(Scl-Ab) #5925 &, FRKAMRAE L mA 5
5L EHIT, FHMKICBIT S DKK-1OFB S ML 72,

2. 0VX 7 v MIHLDKK-1Hifk (DKK1-Ab) % HARHTH
GLTOHEOERERMINIZBD N o7 LA L,
Slc-Ab & DKK1-Ab% [R5 % &, Sle-Ab Bz 5-12
iR LTl i, ARALRER X OV R EAS =28 L 72,

3.Slc-Ab & DKK1-Ab D RFH% 51, T v b KIESHT
ETF VBT, HMPe 5 U TEIniae = e L7z,

4.5 7B % )6 L7z Fab SISO A 212
X0, 19FTAZ L aXF v & DKK-1IZH B2 R
TEFRAPUA (Hetero-DS) 2 ER L 72 (M),

5. HeteroDSD A 27 L 0 A F » B L O’ DKK-1 D
A1 Scl-Ab B L I'DKK1-Ab & HFEETH 5 Z &5,
AlphaScreen 7 v A ICX WIHSE N E 2572,

6. 1081~ 7 212 Hetero-DS % 38 2 [0l 3 [# 4% 55
%L, DKKI1-Ab A, Scl-Ab Bz Iz L il B
XU EEOFRPARICHML 72, $2205 a0
ERZ Dkk1-Ab & Scl-Ab OB L MAFRETH - 72
ZOFERIC—F LT, Hetero-DSHG-1ZFHHIERICB T S
Wnt ¥ 7 F VR E(E T (Axin2) 7 5 B RGE ST
(Runx2, BGLAP) DFHH M S ¥ 7=,

7.5y FEITEFIVIZBWT, Hetero-DSiZ Scl-Ab
HOMP G-I U CH BB Iia i 2 2 L 72,

8. 7 =7 £ ¥ ~dHetero-DS D51, Mo+

ST

LRP5/6

++ +

B-catenin :I'@WLTEF
)‘-“i'/‘ Bone-regulating genes
Bone ' . Intact skeleton
Formation ' ' Facture callus

[H] AR CTHFESNCRIVORFUBKLU DKK-1 D_E4SENHF
(Hetero-DS) [C KD BEEEIMER

Hetero-DS I3, 13FTXYULAXF L LUV DKK-1 #REBFICEEET S &IC&
Wit 7 FIVEIEEL, EAOICEBHRETRET 3.

ATFHNY VigELY EASE, 7220881 Scl-
Ab X 0 b o720 —H, B~ — % — (TRACP5b)
WZEFFRD SN Do T2
WS

1 20HMATAZ La XF >~ & DKK-1 Dl Jj % [HE
T 5 EERPPUAL, A Lo AF Pk B XU
PUDKK-19UK & ) 58017 Wnt & 7 F VHEBRIER 2 4 L,
FEMMZ S NI EIeEZ Ml RET 5 2 LS H
Lol (MEH),

B3XV~E

A2z LaAxF v & DKK-10 “HIFRHURZ/ER L 72
RN DOEE, T2 4 FVEHezBEHE
B A (Amgen) 7 S TIEDIRETH O, BEEIMET 5.
Lot 3 B Wat ¥ 7V D BLEEME %2 WA 2B LRk
BN S 20D EELRREIC R L L BbN b,

KEAFXRFREEFRARECZRE B2 B
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Sex steroid deficiency-associated bone loss is microbiota dependent and prevented by probiotics

Li JY, Chassaing B, Tyagi AM, Vaccaro C, Luo T, Adams ], Darby TM, Weitzmann MN, Mulle JG, Gewirtz AT, Jones RM, and

Pacifici R

The Journal of Clinical Investigation 126 : 2049-2063, 2016

© 2016 American Society for Clinical Investigation

BE=R

N W 38 FARORRA 27T a 2 X2 b o> T b
Lo TETEY, FHEHFEHICHEET LI LN
WHEINTVEDS, ZO5THFICE LTI 42 mH
LR EN TV,

WG EEBR

R LTI R FEDOER T 0 4 FRZFHEE R
PIZBT BEE RS 720, @EEE, WE, 48
FCHERREORBFHE Y ADOGNEEZXS L7
(ColGF) 3BE& i L7zo T/, FHHE O IR S TINHE
i 247) S L 3WETHAHEEZ, GaRHTIT=ZA +®
Ja—7ul) ORI X 5 AT a4 FRZ
 LRL3HO~ Y ACHE L, v bu— R E5HICE
FAHEME RIS EEA LN Do 72A, Va—TulL ) »
BHIZE@EE YT AL ClGF~Y 7 A TIIHELRERED
KT ABIE S N—), R~ 7 AT o 72 (K
A)o MRS, R E B R EREFEICEHLAE, 3> ba—
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Targeted disruption of BMP signaling through type IA receptor (BMPR1A) in osteocyte suppresses SOST
and RANKIL, leading to dramatic increase in bone mass, bone mineral density and mechanical strength

Kamiya N, Shuxian L, Yamaguchi R, Phipps M, Aruwajoye O, Adapala NS, Yuan H, Kim HKW, and Feng JQ

Bone 91 : 53-63, 2016

© 2016 Elsevier Inc. All rights reserved.
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l Increase Bone Mass and Mechanical Strength ‘
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Sepsis-induced osteoblast ablation causes immunodeficiency

Terashima A, Okamoto K, Nakashima T, Akira S, Ikuta K, and Takayanagi H

Immunity 44 : 1434-1443, 2016

© 2016 Elsevier Inc.
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Sclerostin inhibition promotes TNF-dependent inflammatory joint destruction

Wehmeyer C, Frank S, Beckmann D, Béttcher M, Cromme C, Konig U, Fennen M, Held A, Paruzel P, Hartmann C, Stratis A,
Korb-Pap A, Kamradt T, Kramer I, van den Berg W, Kneissel M, Pap T, and Dankbar B

Science Translational Medicine 8 : 330ra35, 2016

© 2016 by the American Association for the Advancement of Science; all rights reserved.
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Chronic skin inflammation leads to bone loss by IL-17-mediated inhibition of Wnt signaling in

osteoblasts

Ulugkan O, Jimenez M, Karbach S, Jeschke A, Grafia O, Keller J, Busse B, Croxford AL, Finzel S, Koenders M, van den Berg W,

Schinke T, Amling M, Waisman A, Schett G, and Wagner EF

Science Translational Medicine 8 : 330ra37, 2016

© 2016 by the American Association for the Advancement of Science; all rights reserved.
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