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1. FRREREBHMELHERFTIFEEARGMES, REBENREER
HLEE IR IR A A =R [ A 1A R

Woe EAE AR R RS, AWRE 7 NSRRI, E B NEMCT
Sk R Am, FL S MR R 4008 T B B OR B K . R0 % W, COVID-19 KR AT X i 5t
GG TS B R, IFRZIE A N R SRR

Wi B I SZ R ACE2 2 — M EE NI 2 0 2k B, £ E AR IFIR
B, BiE. BME. ORI EAERE MAL P,

VR Z AT FUAE Y, 7 e A SR G A xR B BB T, 3B 4 51 R AR T RE
FERFEREE FEOR ML A FEER KGR 8 W5 BEA : Rk R .
PE5T . PRI SR MR A R ARE .

FLFE 2020 4 2 12 H, B RUEE R S M JE U5 B B B R w55 7 TN R P
& medRxiv E &K F£ 7 @ A : ACE2 Expression in Kidney and Testis May Cause
Kidney and Testis Damage After 2019-nCoV Infection [ B 5718 3¢ (% 3¢ 2021 4
1 H 7£ Frontiers in Medicine AT F 28D, Z W 50 & 5 WE A1 28 AL ) ACE2 R ik,
E S ES P e R =g LR DS O

T H, &F# K% RE B FBLE Clinical Infectious Diseases # Tl K& T 8 N

Severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) infections by
intranasal or testicular inoculation induces testicular damage preventable by

vaccination in golden Syrian hamsters BB 7T 3.
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O RAUESE, HE W # (SARS-CoV) A S8 G R Stk i, B A
FReg 24, DAAOREBEREZRM, BIAEH e 58S B0e 18 B % .
B AR RS, T G e i R R ok UG, B A AT RE A R R AL
REVRIR (PEAKIS T ) AAE & Ae 0 BRAK, 1 38 et 28 v 42 Fh m] DU IR 3 A I &CAE 1 H
o
ACCEPTED MANUSCRIPT
Severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2) infections by
intranasal or testicular inoculation induces
testicular damage preventable by vaccination

in golden Syrian hamsters @

Can Li, Zhanhong Ye, Anna Jin-Xia Zhang, Jasper Fuk-Woo Chan,
Wenchen Song, Feifei Liu, Yanxia Chen, Mike Yat-Wah Kwan,
Andrew Chak-Yiu Lee, Yan Zhao, Bosco Ho-Yin Wong,

Cyril Chik-Yan Yip, Jian-Piao Cai, David Christopher Lung,
Siddharth Sridhar, Dongyan Jin, Hin Chu, Kelvin Kai-Wang To,
Kwok-Yung Yuen =

Z R B RIE FE T AR R B SR AL SR BROE IR, X B R 5 R AR T R A
Je WF 5T o B SR L AR B, B T OR LR RS R R IR e O

7 [ B BAE & R AT SR, MR B HIND IR os I, Bl 5
AL B A S NIRRT B S U, A2 S Ee MR A R R . H R
fi A S A R O B, O RIS TR N R B A 4 KRBT RERR R,
Bl E . R E RN MIEEBERAKTPAERR )G 42 2 120 REFH
PEAK . AR HBLE M ROE . i il AR IR SRR R A

M7 3120 K, BHRALMRE . ZMEMKILRF LA/, M H Omicron Al
Delta 5822 Fr ) & W IR Gt 2= 51 S LUK S8 AR 4k . (H 20 5 N B8 L 9 48 7 I IO
B OHIND RGN B IF R 52 0 ge sl 45 i
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A SARS-CoV-2 inoculation Hamster sample collection
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[ B HIBNEE P B AR A KRR R, A e R e, 4R
o JF AR B SR AL AL U B S 0, I AR W B BRI R 8 m AT RO PRI TSR AL SR 2
1 76 9 B A R G M AT RE A1 R IR 52 R A5 5 1 O ROIE
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A Vaccination Vaccination Virus challenge
i.m. i.m. i.n. sampling sampling
L 3 L 3 L3 L ] L3
| payo Day 14 Day 28 Adpi 28dpi |
| Day 0 Day 3 Adpi
Vaccination Viruschallenge sampling
i.m. i.n.
B 10° PFU of SARS-CoV-2 infection of vaccinated hamsters
Days post infection 4dpi 28dpi PBS 4dpi
Number of n=5 — n=3
hamster
Neutralizing Ab 160.00+43.82 120.00+23.09 0.00£0.00
(GMT)
Testicular damages 0/s 0/4a 2/3

Testis H&E

Epididymis H&E

Virus challenge 14 days after 2" vaccination

Number of
hamster (n=7)

Neutralizing Ab 66.25+21.79 ND
(GMT at adpi)

Testicular damages 0/7 ND

Testis H&E ND

Epididymis H&E [ ND

Virus challenge 3 days after 1t dose vaccination

IR, 5 55 A (X T ST AE B BT TR R B, B e e A G AT 5]k
TR SRR, TR AE B S ISV S X R 52 R 3 A RAR DG PR R AR AL, T B A B
ek 2w R DAAE RO Gt B R S AR AN . X I ST SR 1 XS T 5 I R e R
N2 R AT B8 IR R L RE R AT AR E 0 BRI ) R, RO TR R e R
A

J5L ST Ak

https://www.frontiersin.org/articles/10.3389/fmed.2020.563893/full
https: //doi.org/10.1093/cid/ciac142
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2. Science TH|: BERRM! RO AT DARFLEE D R FRGBAE K+

TE— ORI T AER U, R 1 56 1 i 22 4% s = 2t S0 BT RO 78 N 2 i i e 7 12 1
PO R R AR AR RKBWIBR, 387K T RRAE 1E 5 4 (1 3 (0 Fp S A7 LE IR R 1 h
7 (Ebola virus) WAL fe EHT HILIE 5 B An i,  BIAEZE AR A A s B B iy T IR A
Z )G, MRk, MW 7T 4E RIL AR FRAE Science Translational Medicine ¥AF b, & 3Chx
5 }“Ebola virus persistence and disease recrudescence in the brains of antibody-treated n
onhuman primate survivors”.

WIGEAEE Xiankun (Kevin) Zeng 10, SUrfEIEINR & I — Lo R 2R 0 1
5 AT REEABBR R J5 S AF T ORI BB R G, Fral2, 2021 FAE LN IR K 3% 1
P FE P 1 R 2D AR AT KRB T 1 R S (R S A8 IR . R, R AT IR
T3 BE IR (18 1) <580 5 Z AL DA B SEAE 3 - il e R L 32 B v B T B LR IR T (M 2 AR
b8 5 2R TR B R AR KRR R R RN, [HIk, Zeng K IHLFIMeFH —FlidE AK R K
KWL, BRI NIRRT 23 YA Y, R A i 24 ] L

Zeng fEREUL, “TRATIIAT T E IRAEAE N RSB MRS b 48 7 10 50452 1 R 2 4 2 A7
TERRITEL S Z AL, DA 5| e B J 50 PR 45 T8 5 A D5 (1 B2 R e . FRATTR I, 7E3X
iR TR 75 5 2 S5 TN B8 50 B UM T VR VR YT SR AE ORI T, 29 20% R0 AT 4k
ISR R R e R AERN = R G, W RAEN = /G =4 T AN A G- R
BePlihnin 2 CN A HA 2 B iE B . >

R, Zeng Ui, W RTEHBURITIRIATT 5 oA IR IR B AH P RS 11
HH A T 2 e 1) 7 I AR IR B R T AE T I M o AT = R G B T P LY
PREFR AR IR BRI G s oA 35 1 50 R UL I X0 P JER A A AT 3 S 4

BRI, KR kE Wikidoc.org.
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IRYE X L3 UL, FER RN RS I AN A7 o, DT A I B A R aE .
B, —ZIEE P Ay 7R RDRREAE R A R A, 7R A R L B R e R
2 OMNHEE BT 2. 7 2013-2016 £EPU AR R 21 th 32 b VR 7 LA,
IXAIES AR K — RIS o thAh, £ 2018-2020 A7 ISR R 32 H A [ 5 A 1R 92 17 45
W, — 27N H BT 32 3 H R A0 B0 5 50 B U A4 va 9T I 28 T FE A R B SRR AET
AR, ZRBIHESET ERTFZ NS N B

e LW LVE R, Zeng BIRALAAR AR R KANY)EAFH AR, X IERIREEHIRFA
PYEHET T RS TT . AT R BURE 120 5 DA Hoh 28 B rhid ke, HE ] DO R 2E
FAAE T G AR B - IR S R BB AR 25 L SE AT AR R /N - AR X, DA S T8 1)
WHE RS BN = R G

WIS RS —1EF Jun Liu @b, “RREAFAE IR IR0 25 7] BE 2 BOHTAOS JF S 308
FFEWBIRE K, AP R BT G R . 7

BAE R B R AR OB ML Ji 2 — o BRI — A R, AR
FDAEMARNESE, XA 2021 FRAEIRMER 7 =K. IR, SR TS T8
P2 P R 9 B B [ B AR TR AR I B R T, USRI AR ST R h R R . 1K
TBTT TT RN 2 G 3 AR B — B0«

Zeng AhFUL, “SEBHIRE, A 7 IXEEIRIL A B AR VAT, RATEE SIS
I T —ANEAFRALE . SR, FRATHIBE SN SR 10 S5 1 R B Sk G A7 AT K R
BRI b - B B FE IR IEBUARIR T A7, DABT IR R R . 3K B TR 5w
BT H IR XU, Rt BT L e Rt At

JiR 3C H 4k Jun Liu et al. Ebola Virus Persistence and Disease Recrudescence in the Brains of

Antibody-Treated Nonhuman Primate Survivors. Science Translational Medicine, 2022,

doi:10.1126/scitranslmed.abi5229.
3. IR B A B IR T LRSS

D PiMEEIT S SR E?

P, e 2 R A TR i LA IRIE (38%) U, FEREAE A Ml s i
KA BMI mif s, X —HEIR AR, Bk 2 fuEdE 2R, i A M W R A KE 5
S (VSP) #iHlF A, MESTE. AR VSP #fIFI S T, Bk 43%2 B E I
JEB-4, —T meta 23 AT RIS, DUAER FRHT S R eI R S B =i AH o8 (RR, 5.28 [95% CI,

4.15-6.711) o DUREPUN & LR ) 52 2 A AR ) . RZ5477 & RR N 3.0, =E&4%)
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FIE RR A 7500, HAIEAEZEAT 0 — Dt e i Mk e e, AR DURER S pi i) B i ol
13.1%EA IMED. FfE, ERFHEEES, EHRARE. g, KMEempr
Ut b5 I s UG G 0 A 98100, X S 24 9 5 ) s L P A A5 24 5 o TR i ).

R 1 AEH] VSP S0 75 s L 22 18] 2% 2R ) £ 2 meta 73

High-grade hypertension

Bevacizumab Various tumors RR, 5.28 (95% CI, 4.15-6.71) 2010 Am J Hypertens 2010;23:460-468

Bevacizumab Breast cancer All-grade hypertension OR, 12.76 (95% CI, 2.93-55.53) 2012 Ann Oncol 2012;23:1130-1137

Bevacizumab Metastatic All-grade hypertension RR, 3.06 (95% CI, 2.45-3.83) 2013 Clin Drug Investig 2013;33:779-788

colorectal cancer

Bevacizumab NSCLC All-grade hypertension OR, 8.07 (95% CI, 3.87-16.85) 2015 Drug Des Devel Ther 2015;9:
High-grade hypertension | OR, 5.93 (95% Cl, 3.41-10.32) bl

Bevacizumab Various tumors All-grade hypertension RR, 3,695 (95% CI, 2,.952-4.378) 2017 Oncotarget 2017;8:51492-51506
High-grade hypertension | RR, 5.173 (95% CI, 4.188-6.390)

Bevacizumab Various tumors All-grade hypertension RR, 4.73 (95% CI, 4.15-5.39) 2017 J Am Heart Assoc 2017,6:e006278

Cabozatinib Various tumors All-grade hypertension RR, 5.48 (95% CI, 3.76-799) 2016 Expert Rev Clin Pharmacol
High-grade hypertension | RR, 5.09 (95% CI, 2.71-9.54) HRERIR-110

Sorafenib Various tumors All-grade hypertension RR, 6.11 (95% Cl, 2.44-15.32) 2008 Lancet Oncol 2008:9:117-123

Sorafenib Various tumors High-grade hypertension | RR, 3.20 (95% CI, 2.19-4.68) 2013 J Hum Hypertens 2013;27:601-611

Sorafenib Various tumors All-grade hypertension RR, 3.07 (95% ClI, 2.05-4.60) 2014 J Clin Hypertens 2014;16:177-185
High-grade hypertension | RR, 3.31 (95% ClI, 2.21-4.95)

Lenvatinib Various tumors Grade >3 hypertension OR, 30.596 (95% CI, 9.488-98.671) | 2016 Oncotarget 2016,7:44545-44557

Pazopanib Various tumors All-grade hypertension RR, 4.97 (95% CI, 3.38-7.30) 2013 Cancer Chemother Pharmacol
High-grade hypertension | RR, 2.87 (95% Cl, 1.16-712) 2krkadi=4ey

Sunitinib Various tumors High-grade hypertension | RR, 22.72 (95% CI, 4.48-115.29) 2009 Acta Ofo! 2009;48:9-17

Ramucirumab Various tumors All-grade hypertension RR, 2.77 (95% Cl, 1.94-3.94) 2015 Clin E’H@ﬂm 5;35:221-228.
High-grade hypertension | RR, 3.58 (95% CI, 2.45-5.23)

Ramucirumab | Various tumors All-grade hypertension OR, 3.60 2017 invest New Drugs 2017;35:518-523
Grade 3-4 hypertension | OR, 4.16

NSCLC indicates nonsmall cell lung cancer; OR, odds ratio; and-RR, relative risk.

HAT, CWFFE T VSP il AR O e i (LR L], 4% NO &Mk, WEEK-1 &

WL HEURER AT 0 (D .
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antibodies against VEGF O O VEGE
(bevacizumab) O O
7/\."EGF receptor's inhibitors
(sorafenib, sunitinib, pazopanib)

VEGF-VEGFR interaction § |

VEGF receptor

I |

|Capillary rarefaction | | NO production ,l | | Endothelin-1 "l | Pressure nalriuresisl I ILymphagiogenesisl I Thrombotic
glomerular injury
|

HYPERTENSION

B 1. VSP I 7775 3 e I He ARV ZE LA s

2) IR ERT s AT R AT 07

WEFCR AU, 252 VSP JH 750 4 B JRg £ 38 LS A0 P v T s Pl Sk 400 B I 57 A= ol 4
i, A V'SP HI ) i T v R R AR R U T R USSR HR
o5 B e i3 v DURER U R ) e I s 5 S i R ek R AE A7 % (HR, 0.57 [95% C1, 0.46 -
0.72D . EAETEFE (HR, 0.50 [95% CL, 0.37 - 0.68]) F4bJr ). (RR, 1.57 [95% CIL, 1.07 -
230D REFMKC. FRE, EEBEEMRERE S, SREREEEEIFTE, LE
THE R E R L R A TEER MR, 0.59 [95% CI, 0.48 - 0.71)) A1 M AEFE % (HR, 0.57 [95% CI,
0.45 - 0.70]) ¥ T Jo I & Tt e 1 B

9K, HETHIRE SR A JRBR LR . OB A RBHERT 78 @H T2 Ws M ) vFAS A
#Em (B, ARMENEIE o @IMRREE (B, BERR, K8, o
RN EREIIESD .

ERIRBFUAE L) Ke A 2 AN e A 7122 386 fn e £ 35 1 1ML« Brutinib J& —
HRTT ISR LA A R 2458, AT Resd ] PIBK CRERR LA 3-38) /Akt B NO
ZKP T 1 v I KU o Carfilzomib & —FhiA YT 2 K 1B BER IO 254, Ho v I AR T 3
12.2%. T S BRI G0 1 77 ponatinib 18 ek i i P Bz A8 K DR 52 44398 o v o, e JRURS: o AH
S, CAR-T 20067 E 52 5 40 i BN TR IS £ A AE 5 R IR ML A 5%
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FE—TELHG 5 IUREAL G 1 RS TELR

dd, BFR T REAEKEFZAE (EGFR)

R EEHIH R (TKD H 96773 EGFR RAZHJAR/ N il , AU EGFR-TKI

PR B I v L s 5 =R B A Y 3y 6 £
AT 75 R 5 1 v o s XU T E B K

R,

XIS T A PR (3R 2)

2[R f AR pURE 259, 5 VSP
SR, T TEHIE VAN RN 2 B3 R 25

R 2. a7 VSP A 7R e IS TR % R B0 TT

Sunitinib Metastatic renal cell car- Improved PFS (HR, 0.603 [95% CI, 0.451-0.805]) 2011 J Natl Cancer Inst 2011;103:763-773
cinoma Improved OS (HR, 0.832 [95% CI, 0.252-0.436])
Sunitinib Metastatic renal cell car- Improved PFS (HR, 0.21 [95% CI, 0.076-0.59]) 2011 Acta Oncol
cinoma 2011 May;50 (4):569-573
Sunitinib Metastatic renal cell car- Improved PFS (RR, 0.42 [95% CI, 0.26-0.611) 20186 BJU int2016;117:110-117
Siromn Improved OS (RR, 0.40 [95% CI, 0.26-0.63])
Tyrosine kinase Metastatic renal cell car- Improved PFS (HR, 0.59 [95% CI, 0.48-0.71]) 2018 BMC Urol 2019;19:49
nbtre (s, | idom Improved OS (HR, 0.57 [95% Cl, 0.45-0.70])
axitinib, sorafenib,
and pazopanib)
Cabozantinib Metastatic renal cell car- Improved PFS (OR, 0.19 [95% CI, 0.05-0.67]) 2018 Med Oncol 2019;21:19.
cinoma
Sunitinib Urothelial cancer The odds ratio of response is 12.5 (85% CI, 1.95— 2011 Eur Urof 2011:60:344-349
246.8) if patients had grade 3 or 4 hypertension
Bevacizumab Metastatic colorectal Improved PFS (HR, 0.57 [95% CI, 0.46-0.72]) 2013 Oncologist 2013;18:273-280
cancer Improved OS (HR, 0.50 [95% ClI, 0.37-0.68])
Improved ORR (RR, 1.57 [95% CI, 1.07-2.30])
Bevacizumab Metastatic colorectal Increased ORR (RR, 1.63 [95% CI, 1.26-2.12]) 2014 J BUON 2014;19:917-924
S Improved PFS (HR, 0.68 [95% CI, 0.58-0.79])
Improved OS (HR, 0.62 [95% CI, 0.42-0.66]) 2
Bevacizumab Metastatic colorectal Improved PFS (HR, 0.58 [95% CI, 0.43-0.77]) 2018 Agﬁbaﬁy'&ﬂ 2018:10:
cancer Improved OS (HR, 0.51 [95% Cl, 0.39-0.65]) 1428 a4k
Bevacizumab Metastatic breast cancer | Improved PFS (HR, 0.34 [95% ClI, 0.23-0.49)) 2014 Anticancer Res 2014;34:227-233
Improved 2-year OS (HR, 0.20 [95% ClI, 0.12-0.3])
Sorafenib Hepatocellular carcinoma | Median time fo progression is better.in patients with 2015 intJ ClinOncol 2015;20:105-110.
hypertension (153 vs 50.5 days)
Median overall survival is better in patients with hyper-
tension (1329 vs 302 days)
Sorafenib Hepatocellular carcinoma | Median sunrlva.l time is 20 3 mo (95% CI, 8.47-46.10) | 2017 Aliment Pharmacol Ther
in patients with hyperti 1, and 7.0 mo (95% ClI, 2017;45:1146-1155
3.30-15.68) in nonhypertenswe patients
Sunitinib Gastrointestinal stromal Improved TTP HR 0.36 (95% CI, 0.26-0.51) 2012 Ann Oncol 2012;23:3180-3187
S Improved PFS 0.35 {95% CI, 0.25-0.48)
Improved OS 0.42 (85% CI, 0.29-0.60)
Bevacizumab Recurrent glioblastoma Hypertension is related to be longer survival 9.8 movs | 2013 Anticancer Drugs 2013;24:90-97
4.8 mo HR 3.5 (95% CI, 1.6-7.6)
Bevacizumab Glioblastoma PFS is 6.7 mo (95% Cl, 4.6-10.0) in hypertensive 2015 Cancer 2015;121:1456-1462
patients
PFSis 2.5 mo (85% Cl, 1.6-3.0) in normotensive
patients
OS is 11.7 mo (95% CI, 9.0-20.5) in hypertensive
patients
OS is 4.9 mo (85% CI, 4.4-86.8) in normotensive patients
Bevacizumab Glioblastoma PFS during treatment with bevacizumab was 12 mo 2020 J Neurooncol 2020;147:109-116
(95% ClI, 7.9-16.1) in the hypertensive group and 4 mo
(95% Cl, 3.2-4.8) in the normotensive group (P=0.006).

HR indicates hazard ratio; ORR, overall response rate, OS5, overall survival, PFS, progression-free survival, RR, relative risk; and TTP, time to tumor progression.
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3) iR I A

PR SR MR RO E . BT R R AR SRR AR L O
WK, A E < HMBA KK G ME . BRI, Sod U &8 R T B a7
S SR D)0 N P A YW 2= W 4 9 B == 2 TP S I [ 0l s e 1 WA A UL
PRIT 07 T TR -

iR DA E N I et

14 ZK Z W Initial assessment, surveillance, and management of blood pressure in patients
receiving vascular endothelial growth factor signaling pathway inhibitors F131, IR VSP
750 60 B B UL i<140/90 mmHg, 7E 55 1 NG I N AR G2 =i, 2 S5
HIN 2045 2~3 I 1R tbAh, XT4iEiayT J5 DBP B9 11>20 mmHg H) &%, il
BATRERIRTT, AFREFEEIRITHIN DBP K. 2019 4, EERELIRY 2 (ACC) M
ZraR U4, E i & =130/80 mmHg & - H At I & 6 F 25 5% = 140/90mmHg (17471
R VR YT B, NOEAT R IRYT .

[FIFE, 2018 4 (%) ESC/ESH I va ML 48w @S, E58 1 AT T 109 P S 4 J 0 6 af
Je, MR DA 23 IR 1R, mREAST I AN RN R E, @ UCE BE U T
FNTE K A AT RIS . 7F 2019 HAH) & i R Fe 0o, s R VSP #il 77AH ¢ i 1
JEf e B, SR 2RI R R 25

ST, G UE 5 % B fir e £ 3 RS 2 R AL B R VR 7 I U B . 7% 3 — 2D I R 7
SR S R G 5 v L A S I A SR, AT AR AR 2GR R . BRI B AR
2 LLR G4z 5 g A DG B RV E L AR R ?

4)  BEIERIZIIRTT SN

XFF VEGF #iRIAHSG R s ML, H RIS A R B R 250 1

CCB

AERESE CCB R REAR VA YT MR & I & 8 1) — kit 3%, RUNTE R 2 B IRt 5 K
Py I AR, B S o] AR I 07 SR, dE =&k BESR CCB,  angEh oK Al Hh
IRTE, J&T CYP3A4 #MHIF], WRESHT e & B MRhAE e A B EAH, FIARNHT
R B e MR B ARJE IR YT I s,

RAAS i) 5

VSP #iil x5l E IR, LA PR 1 e I g 5 ECRE B A RAAS SRR
R a0 IR RAAS HHI PR A% 1 o 4 s 5 LU AR 1) SR A dm SE ). RAAS
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R A2 B NO AR, TR &8 T2 VEGF | 1VE Y7 1) iR ey I s 8 20, 1K
LERHE R W] RAAS IS AT VISP #0I FIAH G ey 1L ) B e 8 RV e 2 At

H BRI

FEAE ] V'SP Al 700 ) b R b, RSB SR B R RCR RN 53, X AT fg 5 VSP
IS R e MR T AENLAIAR OC o X T ST 51 % o RTR I R B8, 48 FH ORI SR A
THELEAE, AT SRR AN W] R BK I S BCR S i, A ASE AN AR B A AR
SYI, YRR B F B R 2459

2018 4 ESC/ESH fa ML 8 B B g i), R il e o vdzstil, HOREAEH 1 2 i
JE25%, ABAT R A S AR AN R, U7 I 45 40 i eg 24540

YEFREHUIR 25T ORI L R AR 2 TR ) P R B, X R AL R
v LS R JIFE I 25 2 SR AE N I 22 5 R HAT A A

JESCHAL

[1] JAMA.2004;291:2441 - 2447.

[2] Cancer. 2015;121:311 - 319.
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4. CTM: BIREABRBEIEANEILE SR — M AR EY

A A5 A0 B IR PR R AL O IR (CVD) RAM— AN RRHE, H5HE#H
WA RFAAR, s BT Ry, MK &EIHEHEOMD, osteomodulin)f/K
FECS B RE AL MU POR R AR, HREAR—MS 5T —MEA 2. i
H, —kREFAAEEFRIE Clinical and Translational Medicine tf5y“Osteomodulin attenua
tes smooth muscle cell osteogenic transition in vascular calcification” i 7R, kKB
Biit AR B Bk A Bt AU FO R AR B SR, B TR AR B B AR e R i S Ak —
Pl B AR bR D

C Chronic kidney disease )
Al i
( £ Grade 0 Grade 1
% Em r=0.38, p =000 [ a-SMAIOMD | P e N [T T
Arbae ., A D] e ey
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i :
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Caicficabon grace — W R e Vel
& Calcific aortic valve disease )
B R SRR : B A B A BREAE AT LA I 45 A 1) — ol B A= Wb B0
K FkJR: DOIL: 10.1002/ctm2.682
ZAk, BlEEZFAT—BEAEM AR M F X — R H B B AR B A R, HRr SO S I A

A IE RN R BEATIORR, IXIWT 7T, W TR SR 2 A K 8 BA SR T FEAN A
I DX sk L B AL B SR RIALEG ;B R AR R A RT O N S S B e L S 2 B,
AP FEN BB R B R — Mo R A hs 5, W B TR, IR A
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PR A KT e 2 MOE RO U $5 40 2 AR — B0 2 B AR, REFmt Rl 1
E SRR (1 11 PR 38 32t — 2D PP AR b S 7 7

B HESUIRE PRI B TR RO IS PR B — B T R, S P O LB AR AT X 2%
TEARFMHRAEAR, HemBE2 Mg IOE. IR R s = A
T LA DD R DA . BRI LT R DA R A AR 50 3t e o ML A s VR A EE A B R SR R
TS R R AV br S EGR T RS AL, DI E R, B IS A0 a1
—ANEER R RS, 5 M RE SO AN M E - AR R B AR 0%, — HAEAN
N AN ZA R 3 WA LA E T URE5 28 5 (1185 4L o

Wiley Online Library

CLINICAL ANDKTRANSLATIONAL MEDICINE

RESEARCH ARTICLE @ Open Access | (&) ()

Osteomodulin attenuates smooth muscle cell osteogenic
transition in vascular calcification

Mikolaos T. Skenters, Till Seime. Anna Witasp. Eva RKarlof, Grzegorr B. Wasilewski, Marina A. Heuschke

Armand M. G, Jaminon, Lourgen Oduar, Robert Dehanaey, Malin Kronguist. Mariette Lengguast, Frederigue
E.C.M. Peelers, Magnus Sdderberg Rebecka Hultgren, loy Roy, Lars Maegdefessel, Hildur Arnardaollir, Eva
Bengisson, Isabel Goncatves, Thomas Quertermouws, Claudia Goettsch, Peter Stenvinkel, Lean |. schurgers

Ljublca watic g

- 20 February 2022 | httpsofifdoiorg/10.1002/ctm2 682

K F k5 https://onlinelibrary.wiley.com/doi/10.1002/ctm2.682

WFFt# Ljubica Matic &7, X2 —TEPREAERIBI T, HAH 1k B 24 KABASI T
ForP B AR AR R, AFE BBk FEiELL (Karolinska Endarterectomy AEVIFEAE) | 18
M (K? 1l Tx AEWIFEAE) FIOKH Leon Schurgers #04% 4546 3 sh ik m ARl T8
uNSER TP IWNIAE/R G I U Sk 2 vy S P SN C LN R CAE A 20 i K= R R AT b ebei AN i
BEATHIE FOR B AR R AR AT PN, SO A R R, B A B N
— PSR AR SN SR T A ROR A BRI A ES AL O

Zi b, RSO TUAS KRR, BTN AR TR R R I R KT S LR L
AL — Bk ok &R, R SRR 1 R S B E IR R ZE AR SV 70, B RS A REE LA
O 0L AL RS AL 11 YT A I o- SMAHIX 35, i R PEANIE )i MU0 5 1 4 i A 85
FAAE 1B R R A 2 085 T LA R 85 4L
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JiSCH Ab: Nikolaos T. Skenteris, Till Seime, Anna Witasp, et al. Osteomodulin attenu

ates smooth muscle cell osteogenic transition in vascular calcification, Clinical and Transla

tional Medicine (2022). DOI:10.1002/ctm2.682

5. BESHRYMMREESCO)RZEIRIT ! B CHMP #EHH#E Opdivo+HibiT: —&RIET, B
EERAFR!
fEHE, Opdivo(BRAKIR) B3Rt 2 A1 NAE o

ESOPHAGEAL CANCER

r] A7 ESOPHAGUS

CANCER
STOMACH

BEE (B RJE: medindia.net)

B I SE B 5 (BMS) 3T H B AT, W 24 215 (EMAD AR 2477 i 25 51 25 (CHMP)
COR AT — A FRA B L, HERFE AL VE DT PD-1 9732 Opdivo (RRIKIK, #HI44: nivolumab,
AR EHD BeA T CRHURMENEHIAD = —2RiGTT MR RIE PD-L1>1%MAN il YRR
PEMI . SR BRI B BRIRAI M (ESCC) AN .

CHMP W& WA A EMAZ A2 (EC) H &, Ja& Ml KIE 2022 4E58 R
B2 H A YPUE  WNARFAFAEUE, Opdivo+ 7y i B8 B Ay Sk — T 75 SR IR T I 5%
K 3 WKL 0 4E B R R, ST, OpdivoH kTG 2 —&iAir R EIEK T 2
A (0S)

CHMP % Opdivo+{by7 7 R AR B & & W, 26T 0k 3 B CheckMate-648 156 1) 45
o WSETEE M Bor: FEBURRIE PD-LIS1 %M AR T VIR PEMI . B & B i 1k
EEEPIRA IS (ESCC) MAEF S, ST (FHIRMEEHD ML, Opdivo+ft 7 &iA
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Ak, FERE RIS PD-L1 FEFE S, @l BEM O S (BICR) , 54097 AHLL,
Opdivo+{by7 77 FIAIT 1 FEA SR RAAF (PFS) A Gt 2 = SURI K= S 25
FWMZMEHR (ORR) AR E LGN . ZHFiH, OpdivoHby7 75 Rtk 5 2 miikid
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100% 5/ 10% m

AR e

%
o

BB R AR )\ K W AN B8 7S KO AL TR, 2020 4R3I 6129 60.4 T34,
BRI NBGEIE 54.4 5. (T EE B LG 2 PR AL R BRIRAE S (ESCC) MIlE, efi15)
L) & BT R 90%A 10%, BRI LT se R X M 7 . ESCC Ky S 4 A7
FHEERAE TN, £E 2020 FER AT AR 1 12 80% . K 2 8 B i o 91 A2 A6 1 2 T
HSR I, S R 1 H AR, SRR AR R J). ESCC & R ATE B I Lif
0, T AR A T AR IR A, e R AETE R R

Opdivo J& T PD-(L)1 & feyseyr ik, BTERIFH KB & 1% % RaliEE, wid il
W1 PD-1/PD-L1 {5 5@ w4l st T, KA RIT 2R8I 1% 7). Bk H T, Opdivo
eI (e nSTINEnN

BERE I, Opdivo T3kt 3 MAYTERNIE, BAAA: (1) HTRITHZ e
I JG AN AT DIBRVERE . ROR SREEB ME &E w4 e (ESCC) %%, Kig PD-LI1
FIEAFA ;s (20 HTHIBNATT 2 W iUy (CRT) F15E 2 VIRRAR J5 A 5% B s 22
PR B A ER (GED AN EE: (3 BARBEMERA ST, —%&
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BT RIE R (GO« BREEERZN (GED . SE e (EAC) MAEE,
Jo1e PD-L1 RiBRZE U
J5 S H Ak Bristol Myers Squibb Receives Positive CHMP Opinion for Opdivo (nivolumab)

plus Chemotherapy for First-Line Treatment of Patients with Unresectable Advanced, Recurrent

or Metastatic Esophageal Squamous Cell Carcinoma with Tumor Cell PD-L1...

6. Nat Commun: |FF 2 BRI RAET B HMHHEY

30 24K, BREFAT—EIREEIT— RSB A Y /T 004 E IR BCAFR 2 e
AR S E OIS, X AR RE HE IAE 2 TR R 6 R A R s G
S, 2 BUREIRRTE ARk i 3 L NMERE. 5 H, —RRRIEERAE Nature
Communications |/ J3“Tuning the rate of aggregation of hlapp into amyloid using small-
molecule modulators of assembly” IR ST & H, oK B F 24 R 2= UG RHE A 1l #F 5L
BRI T ANRIE S IEMFELZ L (hlapp, human islet amyloid polypeptide) FE¥:2E i
K REPD T BT R AR B AR s [RIRHBA TE A  T — P RE I Bl 221X — i 2 B B4k
.

K F ki : CCO Public Domain

FEERRARENLA T, hIAPP 2t Bl b (KB 55 5 R R By 3R i il AR 1, A B
TR LA MRS AP A B S R ) s 4 hlapp KAEMRET, Rk TE RORR 2 Tk A
LRAE R A FEVI R B G, M0 2 % K TR p ™ A SR By SR I R B 45 M) o AR PR T 4E [ 3
FAFE 2 BUWE PR (8 TR AR R 0, RV H TR TN 500 FLAn T i85 R 0 15 I 1) 731 L
ZH

>

KRR, BTN R T AE hlapp 7075 AGCRTE R AR £ 4R BT W52 21 (1
IR TS, KRBT PRI N IR S, R X R, b
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W7t ¥ Sheena Radford 18, IXA2HA I T REMEANE T FERAE B FP0R DAL I AE i
PR A DTN S 3G K (1 T g 5 1) DA A A I EK 20 AT I A LKL
E R N R UREHAZ AR T R BN 70 5 T HURISHE FC 28— 20, g Sy —
Lo WHFEWIC T — BT H ILE hlapp PARILEE W RACAR, IXFhRASARAFAE T S
20G B RAZ R NI, HAELEIE & AL T 2 20 BRI (10 A0 KU
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Tuning the rate of aggregation of hIAPP into amyloid
using small-molecule modulators of assembly

Yong Xu, Roberto Maya-Martinez, Nicolas Guthertz, George B Heath, [ain W. Manfield, Alexander L.
Breeze, Frank Sochott Richard Foster™ & Sheena E, Radford &

Nature Communtications 13, Article number: 1040 {2022) | Cite this article
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B TE R AR LT YR B T BB VF SR A HEW FU ) — > S UE, VR BE LT 4RI BRI 9 2
— ZRGIPR | 22 Fgm ) R R, XL B HER R 2B « WA <B AR AT 2 R R o
WF5T# Radford #h 78318, XL L RAEDI FEN SARR Xeas,  BIOWAATT 918 AR 1R 28 7Y 1)
TI R PEREIETERMFESIRATIT 1 KT, IR B8 Hh i 26K 2 3 H AT R Bk Z AT 1897 1 T
B

gi b, ARSCWT T TR AL S AR T — AT AT hiapp A AL T H, HEiVF
REVEATT RIGYT 2 BB PRI 7 L7 V2 i) AR 86 A 7y B2 RS 5
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JESCHAb: Xu, Y., Maya-Martinez, R., Guthertz, N. et al. Tuning the rate of aggregat
ion of hlapp into amyloid using small-molecule modulators of assembly. Nat Commun 13,

1040 (2022). doi: 10.1038/s41467-022-28660-7
7. EBLR! WTE 2 BB R R FR A& RE T 1R A

B 20 thd 30 FARLOK, Mgl it A 8EITE, 1957 4 8 RPN 73 T
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H I el 5 A R PR A G I = R S Y TR E R e R, A - R - O
R4S T 5

B 20 thd 30 FARLOK, Mgl it A 8EITE, 1957 4 8 RGN M 73 T
DR, B EPEEN T AR E AR SEIRL . BAE, JUHERRAS R, AR
H I e A e R IR A o = IR S Y TR E MR e R, A -l R - D
ARSI 55

I 8 A PTRAL AT, e E) 2 RUBEIRIE(T2 DM) S RN AT K, &4
MNAT RIS B LR 6 A ad i o s b, AQIEARIR #h) 78 = 1 S 7R 71 B T B SR
SNSRI o PRIE, WUEPERAT R A0 ST o, e A I Al /K- S5 i Y 2
R PRIG SRR R, R EEAEI].
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PRI DG 2 M AR 8, B amR . IERRE . 2 2B o AR RS A s s T

oo SRR LR % 2R VA T A B RR K Ak A A 3K L S Bt i R A
B ERARGGIERRHE. LA EZERA S INE T2 DM M NAFLD B XK, BIf
AR FE (R A PR3 o LR IR PR AR S5 AR /D BRI
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PA—Fp o a5 3 e PR IEAE R AR S, w5 EE0 K 5 Re B A S AL R AE — i
173 T AL — A B B A
JE 3 4k : Holger Steinbrenner et al. The role of selenium in type-2 diabetes mellitus

and its metabolic comorbidities. Redox Biol. 2022 Apr; 50:102236. doi: 10.1016/j.redox.2
022.102236.

8. Nat Commun: #75€KBIERE)E A BRAMER EIETHEEEEME

e A S [ B R LA RAE SR A, RIS R AR AR OGBS — KRR, R I AR
KRB EE AT VR T T3k LG 1 — € EERE, (HR 24Ut /8 (1 TR 45 R IR B E
H 5 P EEARDON 21.7%. 9 T HBARBIH R AL AL, B H, AR [ bRk
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ciated genes in non-small cell lung cancer” I 5Tk 2, K H H. Lee Moffitt JfE i 77 H
LS HUR R A ZA T T 7T 58 1 R 79 )5 20 AL B A, R FEN BB T AN
p63 A [ 3 I R T T 4R AN R 2 Dyt 51 (1) O B e A R AR R A AR 1K 2 T HILAD, X

R RE AR S B0 AR 1 BPE e A A R rp o A

K H ki : H. Lee Moftitt Cancer Center & Research Institute
EER RN ERE IR —fRH, T4RTE S @ERN S R EBER R E, T4
MAEETHUA T AR T, HEAHREH TG HEe W2 Fh A sY; ANp63 HH
FE AR R e A R R R AR, R AR N RaE, SR, BFEEEA
Xof FLAE It i A SR BT K O A (B0 S 2 LD
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B SRR, AHEEXTRR/NBRTT S, ANp63 2K 1R /) SR 36 2 1 Jev e 522> HL -4 i
Bibs IXEEMENELRRY], ANp63 BLVFREXF g — bR (2 1t 1SR 18 4% o b T2 6 B
P AL RS, AR AL S TR — 4

BRI T Flores <5 NFE 1 ANp63 Friz il 1oL, JFABLZEARB RS
5 YA o AN AR B A7y (R B A (R a1 X8k, He e — AN Sei RE AT 2 BCLOL. e w7tk
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Marco Mapoli, Sarah J. Wu, Bethanie L. Gore, Hussein Abbas, Kyubum Lee, Rahul Checker, Shilpa Dhar,
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WHFC# Flores Yiill, ANp63 HVFHA G —HIBURIER], FLAE MR A0SR 40 e i e o
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JESCH AL : Napoli, M., Wu, S.J., Gore, B.L. et al. ANp63 regulates a common landsc

ape of enhancer associated genes in non-small cell lung cancer. Nat Commun 13, 614 (202

2). doi: 10.1038/s41467-022-28202-1

9. BEHIRTF iR AN O AR ADT J7i%:! BB CHMP HEZEH#E#E GnRH 246355157 Orgovyx:
EHEFIX 96.7%!

Orgovyx CLEREE FDA i, 25— NG BIUIaT 21 i i ik GnRH SZARFEHT5 .

A e (B KI5 hopkinsmedicine.org)

Myovant Sciences /& — K T T H T8 LM B BT RIEA R . I H, %A
FEAT, BRMZ M E R (EMA) NHEZA™MZE 2 (CHMP) ©RAT— Rk & &
W, FEHEHAE Orgovyx (relugolix) = FHTVAYT Mu IR BUR AL A 71 i BN S35 . LAE,
CHMP M= WKL BRI Z A2 (EC) WY, J5& FiTHAEAR R 2 /AN H Pl S & o 7
PE -

W S T 0 e 1) RV 9T T R — R RIS (ADT) |, Bl 254 B IG5 B
i B i 0 M A K = K . BT, PR A A ADT 9y S 70088 FAE NG SRk
FHHEAE, Orgovyx A BRI 55 — ANt 2 M — — AN VA 7 B 3933 3 SO 28 iy 27 e 1) 11 A
ADT, BRI B G RIATT T B AR

Orgovyx VA TEZIP) 53 N relugolix, X2 —F AR IR B E (GnRHD %
PRFEHCT, Be A 52 RS2 W PR A i, IR wl RIORT ) se 4B M R A2 K . B, relugolix
1T S B B R R T 1K) GnRHL 524, kb O SLBE — IR AR A, XSO AN TR
JULRE AT B A S R PR A

2020 4F 12 H, Orgovyx (relugolix, 120mg 7)) 3K1F35[E FDA #tift: F-F 697 HE
RPN B o (45— 321052, Orgovyx &35 [ FDA kv F 3R 77 B 0T i 71 Aides (1 55
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—AN R ADT. [FIB 25— AN IR GnRH 24353077 relugolix 18 it 46 8 & 72 7 #1453
fL#E. 7E T 1 HERO W FTH, relugolix ¥097 IR MK 96.7%, o 35 0 T RS TN B AR
(O 88.8%) , [AF ¥ EELMEANRFEH (MACE) XUSFFEK T 54%.

MOC 72974-120-01
Bx onily

OrRGolyX."

(relugolix) tablets
120 mg
20 tablets

R _

CHMP FIRI s 2 2 0L, 3T 4Bk 3 ] HERO A AAIZE SR . IX 2 — T LA relugolix A
B8 52 sk (leuprolide acetate) [IBENL. FISbR%E. “TATH . 2 EIGIKH T, 1E 900 £
19 75 B A /> SRR R R IETT (ADT) (RS s vk i 30T B %) e 28 3 R T e
WhFed, BF DL 2:1 WG BENL AT, $E% relugolix (FA7) 360mg IN#GFIE, 54 H
—K 120mg) BREATR S BRI BE A BRI (3 H—10) AT .

iR EIR, relugolix A F BT RLL s 16T 48 A HAIE], relugolix ZHA 96.7%M1 5%
I LK (<50ng/dL) RS2 RN, T e R 5 9 B AR vE o7 2L LUK 88.8%. A,
relugolix tHIEF| |48 6 MR IREZ S (p {E37<<0.0001) , o 7E 52 Fi (1) BRsURI R 2 41
. PSA ML, % 1LVEYT 5 SE M KWK 07 35 T EE RS2 A H bk relugolix 41 ANER IR 72 A
HMRA A R R AR BA AT (92.9% vs 93.5%) » EELIMEA R FE/F (MACE)
J7TH, relugolix 25 FR 5% 4 3 MR A A LG XU BRI 54% CRAEZR: 2.9% vs 6.2%) , XL
PR RS PO NIAEBE RS ar A PR A BB T . 545 MACE 3 2 (1 B M, relugolix
5 WSR2 N B AR ZELAH L MACE F R 5180 T 80% (3.6% vs 17.8%) o 73— MREL 1T
ToEBIPUEAFTI1H, relugolix 5B MR 5 P Bt MR 4% 78 V509 55 1 028 vh BT AH AU TE
BRI (74% vs 75%) , BWHILEIGH ES (p=0.84) .
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Relugolix

relugolix A4 245k AME AL (Z5 B RKIE: medchemexpress.com)
relugolix FH i ], Myovant Sciences /A & (Roivant FE HAZE KA D T 2016 4
6 H 345 Bx H AT H AR I B K 2 AP BRI F AL . fEH A, relugolix T~ 2019 4F 1 H3R
fAtHE, LSRR Relumina ET4HE, H T UG TFENUESLEK NIER: A&d2. T
JERE . TR AN 2L
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FERREE, ATZI AR SESET RIS EIRIN, 2016 EL14 6.52 )4 AT a5 -
WRYEWRE GE i R %, w0 5 e (AR AL SE TR N EE 10 7 534 rh 38 AJET S

TP BREAE NI AR 10T 5 RAEY TR R A A R, R EFEAENE R EBR
¥ LIRS TEORIN PSA FhED R B R I S B e K — 2R T
W AR RRIFET (ADT) |, 27 00K SRR BRI AKCE, @R 53
K (<50 ng/dL) .

TEVEBSER RO (GnRH) SZAKIENF], QNSRS 4 B Ak B gz B 4 5702 H BT HT T
HES R RHIZHEIT (ADT) (bR . SR, GnRH 2 AN Al 8 518 FIA L B HIAH5C,
LI SE /AT T R FH R IE T &, X AT RES ARG RAEIR CRIIG RSO S , LK
122 J5 SRR TR

J& 3 i &b . Myovant Sciences Receives Positive CHMP Opinion for ORGOVYX®

(relugolix) for the Treatment of Advanced Prostate Cancer

10, CANCER CELL:J# 8% 4T 4E 40 B il 45 77 1 miR-223-3p W2 5@ BB R

B (GO FyulE N KRR ENEEL —, 5 FEMAXEFEYE 20%LE4 . GC
FIVETT S5 EE BTG, (BB VIR ™R A AR R . Kk, B2 W, B GC Al
Hl LA BRI T BTN EE,

N A
ST T4 45 R B 5 01—/ 9T 7 DA e R A 56 2 2T 44 40 ML (CAFs) i
(MVs) AN A5 EE 1 PR IF TR0, 5 0 I T B AR AR B 1
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» Cancer Cell Int. 2022 Feb 22;22(1):96. doi: 10.1186/512935-022-02513-1

miR-223-3p carried by cancer-associated fibroblast
microvesicles targets SORBS1 to modulate the
progression of gastric cancer

Xiaoli Jin ® 1, Xi Qiu ® 2, Yi Huang ¥, Hang Zhang ¥, Kaibo Chen ?

AHIF FE AT K 22 5 2 B B 28 —BEBe 2018 4FEZE 2020 4ERI GC HBFEHUEET 20
il CT FEAHN 20 BTN PT FEA (BEFIMEDIZEE 10 cm) o B4~ CT MECXS PT #+
AKEF—EE . WEMSHLREAR T B R4, 53— RAFFE-80 C&H.
23352 CAF. NF A4 (TC). 4Rt Mm%y, MV 142, MVs #1 GC 4
MRIHERE IR B R R KA B R N AT, AT, WHLFEAT B CAF
A NF f£47% 10% FBS (Thermo Fisher Scientific, USA) [ 4F4E4H ik 774 (Innoprot,
SPIAN) w3537, Transwell A58 3 MR A5 SRR o S P A% AL/ RS b Bt FH
qRT-PCR Al Al 4l 244022 (THC) W€ -

WFFENGUKEL 7 i EVMiRNA #4548 2 miR-223-3p fEX R 40, 4L
MR ANBAEFT MV IR, R miR-223-3p FEAFE T AT 441 MV ', miR-223-3p
£ GC Fimaid, AR ZRIE T GC A CAFs 7l i) MVs. SKEH CAF ] MV
miR-223-3p KRB I, miR-223-3p mUixf (2 #E GC 40 i EMT (52 W 440 i) o 4% 717
miR-223-3p K CAFs-MVs {2t 7 HER A EMT, T GC 40 it 40 i & A T .
miR-223-3p 1 [A] 7 SORBS1, miR-223-3p #H[a] SORBSI 520 GC 4iifis SORBS1 13451
TR,

37


http://xajdyfytsg.superlib.libsou.com/

P22 K— B A3 1E £ 5T http://xajdyfytsg.superlib.libsou.com/

=k

%

FTin=20) ETin=20)

Relative expression of miR-223-3p
=

]
)

i 2 &
£

*®
*
*
=
-
=
Expression RPM
! ey
AT oy
*.l
U
.".l
b .
LA
r 2 '_|.
e
b 5
v, ¥
g
"_._:
!f
-3 b %

Relative expression of miR-223-3p
Bl R

miR-223-3p (R IATE CAF ] GC Al MV L

SR AT TR Y, CAFs fiTE 1 MVs #571 miR-223-3p IR JiAL 8 %] GC, JfF#LIa
SORBS!1 {405 . ITF% . 1228 EMT A8, FFTT GC Hh 4 A T A0 4 o & B .
XA I FE 0 B e B2 Wi G T S 4t T B ARE , XRSRI GC iRyT MZGIT K
HALbRE L.

Ji 3C H Ab . Xiaoli Jin, Xi Qiu,et al. miR-223-3p carried by cancer-associated fibroblast

microvesicles targets SORBS1 to modulate the progression of gastric cancer. Cancer Cell Int.

2022 Feb 22;22(1):96. doi: 10.1186/512935-022-02513-1.
11, Science F|: —F¥L[A1E B BEE B9 2 EHUABUE B RIhIET NSRS K it & R
LRI E B A A BRI R R, B TS AW, IEH

KFAEE PRk & Science Translational Medicine @i/ “Selective targeting of multiple mye
loma cells with a monoclonal antibody recognizing the ubiquitous protein CD98 heavy ch
ain” AT TR o, SR E HASKBROR AN R 2 A TR L 1 —Fie W R R IRz i e
HI3LRIH 7>—CD98 HE o, HEVFURE R BIRST 2 KM 568 1A RO e EHUA.
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Selective targeting of multiple myeloma cells with a monoclonal
antibody recognizing the ubiquitous protein CD98 heavy chain
—A candidate for mAb-based therapies for MM—

Kana Hasegawa (Cellular Immunotherapy, WPl Immunology Frontier Research Center, Dsaka University)
Maoki Hosen (Dept, of Hematology and Oncology, Osaka University Graduate School of Medicine)

RBH283 binds MM cells but not normal leukocytes, although REH283 exerts
CO98hc was also present on narmal leukocytes. anti-MM effects
MM Mormal leukocytes Control

x‘i‘ RBH283

Application to a

The glycoforms of CD98he present on normal leukocytes were therapeutic mab or
distinct fram those present on MM cells, which may explain its derivatives
the lack of REH283 reactivity to normal leukocytes. (CAR-T etc.)
kNI R

K F>kiE: Naoki Hosen

REFHIUH, BIFRNERM T R E, 3 2 ORI R A N SR R A 1
FTREPUAREAT) 2L, B AR R S A BN R R KA, IXERAITE
R B B R T AT IR . R 2 R M R R AR AL 2 G R R SR AR Y H I
MR, MRS T R AR T VAM %25 Bt B TR FE N 52 3 0) 75 2 — RO
FE RS RIT R —Fh 2 AEIRI RO TTIE, AN IRE b 26 28 30 JF- 3t o oI B2 o

SERTAT T, AF U 51 B R e s A B (1 o 2 00 E R T 1 e R S 1 A I R
P, (HIXEept st 1 A BEfe Bt CHRiniie a2 It i
LR S PEPURRAL, AP B R 855 9 T4 KRBT H s Pi)al, W5t Ha
segawa A HL[RI e 1 iRy 5 PR IR B Se RE LA, BB JE g FLRE ) 1 20 PR AT TR
T

W7t # Kana Hasegawa Wi, JHid Gl 1% 2 A VEB BB AR R 1 7324 R LA,
FATHH T R8H283, g —Fhae il CD98 Bt A (RAFEMFLIZ RN —H ) Mk
IR TTREUR, S CD8 EARAAAE T A, (HizPifk R 52 A tim g &,
X P PR AT BE S R 1 I R AR 22 B R A N TR AN R R A 2
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Science Translational Medicine N BN

HOME > FCIENCE THANSLATIONAL MEDICINE > WOL. 14, MO. 632 ) SELECTIVE TARGETIMG OF MLETIFLE MYELOMA CELLE WITH A

RESEARCH ARTICLE  CAMCER f o in @ & =

Selective targeting of multiple myeloma cells with a
monoclonal antibody recognizing the ubiquitous
protein CD98 heavy chain

#41 authors

SEENCE TRANSLATIONA] MEDWCINE -

B R kiR https://www.science.org/doi/10.1126/scitranslmed.aax7706

X R8H283 Ui AT IR A M7 T H 5 CD98 MR IR R4 &, A2 CD98
HEFERAR. B CD98 HHE AR FELH U v — SRR S B RE 1 S 3R AR P R A
SRR . AR, AET IR A9 B S R AT ¥ CD98 HHE I RE B A 4
ST 2 KIS B R AN AR, eV AR 1 R8H283 X 1EH 40 Ml B = S S 17
KR A BT, RN ERE, R8H283 Pk s RE(E AR 1EH T E4IRAIATIE T A
P12 R R R

N T VAl R8H283 HUAALE SN WIS b (WA 21, 78 N AR /N B 22 i e S
BRI BEATRIE TS, 45 00, R8H283 AVE ST B AR A /)N BRI AR A7 IS 1], SR VR AR SE T
R8H283 REAF Ak T H s BE By T ik I8 YT 2 RV SaR 1) — M g 254 . 48 b, RSO 5T
AN FOR I T — PR R 200 75 i, FLER AR I o) S5 R P P g R A EAT I e SR i e T 32
RIEMNE A IOERER R R RAL, X RAT TC LI I % S 4 sl 2R 1 53 4 23 BT R A U
XA TR B T KRR T AR SR 244 L R RE AR S 1 2R TR 70 (0 B 0 7

JRSCH Ab: KANA HASEGAWA, SHUNYA IKEDAMOTO YAGA, KOUKI WATA

NABE, et al. Selective targeting of multiple myeloma cells with a monoclonal antibody re
cognizing the ubiquitous protein CD98 heavy chain, Science Translational Medicine (2022).
DOI: 10.1126/scitranslmed.aax7706
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Brans
1. BRXFHFELT

FERPF R SCh 807 5 U Pl R 20 AR IR 4 T8 B0, A B B2 1% BF H B2 AN B 2
2 5 A 8212 FH B R AR B0 e 2 — AN )7 15 AT BAR I A B X AR =02 an R ar B,
215 LA TE W 2

T 4R R DA B AR B T % PR R R EE R R T R

He R EEN, 2 BAE N H AT R, B A MRS A X R
WRA, LAERG & — s T R

B AEAR R . FEAR AR BIAR . ) BRI S R

R U 1) B s IR A R T AN R T Sk, B G SR S AR T Ve A i B
HILAEA) T HF Sk, TS 56 B b 5 07 1) 9% ST 1] o

411, “22 samples were obtained from the patients” 7] LAE{ 5 &y “ Weobtained 22
samples from the patients”, & H N #3d, “ Twenty-two samples were obtained from
the patients”,

1 S B W SR Sk A HC A A Y ZiH BAE B T O Sk (A, 2- T EEAD 1,2-
TR, A R B

— R UL, 9 LA B Bl B R, T SE KA B T B R A RO .

SR, WA —Lefl s, R — AT R ES AN TR A, B
LEANTN A= .

B0, “The study included 19 patients; 10 were femaleand nine were male” IX fi)
T H TR B, BT UK e 3 58S BB 740 207 T2 20 “ The study included
19 patients; 10 were femaleand 9 were male”.

deAh, an S — A ) E B LS — AN A I A — AR AL R, A
XL Hy - Nz AN A B AR IR .

41, “ After 12 hours of fasting, the mice in the threegroups were given different
treatments .

n R A 5 T ER A TR A, U B A BT R R

B 12 mm. 2:00 p.m.. 5%F1 50° C. HIH (January 1,2022). & (12 ounces)
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AT ($50) o WA Y R F AF H7 2Ro

— B TR B, W R AN KT 9, R SE DR R A # 7 KR . “ The
infected trees were found in plots 3, 12,and 22",

WY N 1% 5 i #A . “ We usedtwo-thirds of the solution ”,

MR — AN F AW R, MU NSRS A ME A TR
SHF, B G R R 2R IE I T 2O A

“We removed 8 10-cm sections of pipe” ] LA B (A “ We removed eight 10-cm
sections of pipe” B¢ “We removed eight sections of pipe that were 10cm each”.

A

AN B KR B RBAR] (A0 first. fifth A1 ninth), 10 A2 808 DL _E 5 K0
Bl b AA B or (fildn, 12th. 22nd A1 99th) .

R — HIR G B PG R R A e T 8 A 8. B 40, “ Data were
obtained from the Ist, 15th, and 30thof June”.

H 1) 4 AR R

TN TR A TN H s R B4 SRR — 8. i, p > 0.05 5K p > .05 ABETLL, HIR
BB — i SC 35 v [ ol 3 7 O 2K

ETHFEFGHILAL, —REW T, KRG EIEH RS 2N EORFRAL (p <
0.01), ANt i NS B/NT G =40 (p<0.001), {HIEAERA R T IX 4 £ A7 .

MR =BG P A REWNS R, 2 WEc o b s W, JF A
LR fife SO b A B R B s SRAERS 1) B 2 UL RE 2 NEDRIR A, (B & 0r B %
M7y, IFH TR AR E X .

MR EHEE KT 1000 M7, MiZ#SEA— k.

fildn, 321000, 321,000 #1321 000 #Ex;, fH 26 250 A e 35 3 op — Ff R R oR X AR
M T (EAAMMEMHE S, EAEAN BT MMERE S, EAmENMHT 2 mEH
TR,

i R 0 A R A 4 110 () B

WAREN X CEEES, FIHmE Mt E R Z A -2k (i, 12
mm ).

BN, BREAEGH BRI 53 5B, 5 00 A0 B R 18] LK B A )t
ZIEANRIA M (B, 50 ° C Rl 50° C, 22 %RidUi 22%) .
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sk, 587 —BERNEFZEES (A=, >A<O ATEEMixsH
1%

2. 8 SCI RFIR? 1EEF ZAATITEE T MBI ?

N2

HI

FEREE SCT R LY, WESKNEMNRECEH B2 %, NERE
HI Part A, Part B 2% Part I , Part II 847 X 70, XFHE T B LR B 5082 & 1
w3

BHELEREAVANRTRMT EAERTWE RN R, SREBRFKDE—
R XEAF. BRPAK.
a3 R3] 3

[ N Ah 5% T & AR SCBCA W 0 € S, — BR] DOk LB @O 0 (M BL B
TEXF B BE WU VE A ORI R 3

Xt TR T GO SRR A8 ST, HH LR 308 AR AN TR B8 S I FEAS [ I AL
oA A [J 10 5 3%

LLZE 5 LU B 2 25 10 i A0 O 1 70 5 00 o1, ABCRE VB ST T D I I PR AT
T, M m] LUK AE F KRR ONTAE 5IR mR BT 3R AT (0 K 36 0 ) PR R S EAT b, B
P A 0L AT 5T A B B A ) R

117 W 98 J7 ¥R A SR BB A8 SC A2 S ONH LI R R SO A, Bl inAE & AR S
Part A 1 [ 38 JF & B 2L A8 7 VA BB, 7E Part B R SO Al &l BB, Bl S
B TR 5451 3k JE 0 AT 56 IE

H¥

[,

ZANIZ B & B 3

Bl R e SO B e EARIE TR RS 2, H M — B S0 i w78 AR 3¢
TR E R T BB, B N 22 &R AR RV 30, XA 7
B A N AL A R O R

H R ZORUE RSN e SCH TR, MMM, Hovthse, bBxxh oz
A EARE B T, SE A BUR R AR B SCE N S 1E 08 PR S0 23 i BORE

Fg b, AR E R R IR S AR E S A S, B TR S 2 AR R
B SC, A TG A By il e e SC B

7
¥
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MR R TR 00 R R R, B OB RO SR 2 X ) R 25, 1 R A
W SCAE BB VR AR 70 N 2 I FA )RR B B AR R B A PR R K, HLOH A — R B 5]
PA 6 o e A 1N NS 1SS P VS I o P 7 6 B 2y W U A 7 7Y

Ak, R R SR R A TR R o, LA AT R BN gl I RR O,
AT AP EE R EE AR . Bt R Z% ST K56 B b TR 2K,
H BRI JLEN R CE R R RS RE08 30, B2 mk ol LUK 5% R 5018 3.

i) RV 45 5 I R R AR S

gibprk, T 2R EEERERINICXHN, HElREA N ERE
LR R, E R R F W S SCE 1 R 06 U R

3 I 8 3C AT RE AE G B 470 B I AR AE 4, 10 R4 A R VO BE 8 5 T g 4R N A
AR SCERE R, XNEENHRAELIETEH RN

", RINBXZAPARELZEMEEKR, XATRIER —HTNERNESR,
HXARAELZETNE, 50 A A SE R AR A

Hok, wupsEER, A0, 50 7 mm e, Horb B R 7E T
YE # 48 ¥ (Guide for Authors) I — i #6865 4% 2, [F 0k 75 $ A6 A0 75 2200 L3k 17 17 20
5] 152

— UG H RV EF SR AT RE S S AR ANy, 0 2 i S0 R S
FH AR ST B iy, eI N 2 il %08 SCE B DO 3#E N A M. T J5 3R BUALIR

ML S AN EE T ERZIES WG T, RN A KRG K
A B AE UG, B U B8 95 4K B native speaker X 3¢ F 47 (4,

B A AH R B GE 1, A DU A LetPub (915 50 (4R 55, B AT AR5 42 4 Ll
[ D5 i (0 IR SRR A E B, PRIETE 0 R .

TE F e B, R S MR RR 1 R B S, T LA R e, B8 R AL e
e AR, H S LR IE £ A R — 3 T

W R e AR 2 R S0, B BN M TE Cover Letter P A BATI 66 B, #Aa 1) 2
RAIW, BEFIJURE, FEREREE RTINS B 45 [F — AL g 5 A A
[ (%) o A N, DA B e O R R T R

BUME ik, RPN E R R SR AR RN F A, oy R AR
£ [F) R () IR RS S E, DRI X A I R AR AE — o R AR
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R A XA DL, HRRN RS X SCE N G 53 Ah IR SO A A B 5
], AR A A A R I BRATT 5 2 AL Bt U R DL .
WARWILE — RIA LB S AR D OREI, —EEZLNSHEKR, U
ENENURCRVIPIE I N TPy S
G A
AL FENFYRBTEENASLRM TRV FEATH D =, AEEBN
KRB —EMSHEM. &FOIES L EHTIRA, Paper £ % .
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