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P 22 B2 5 20 S0 P A 65 7 i

HZEFX KR AF

il Z 2 WA A R —HK ORI AR, HfEZki &, K& 3677, WAL
I AEREAS S AL LU 9 i AN SR 4 BT AL T AL ORI A FLE AR AL T 22, 2016
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AR RERIE O 55 IS B AUA 174 (LBRIT, EEERIHA KL 71,000 £ 51 1., 458 FIR 55 i Ah tH 54
100 ZNE %K,

2016 NL5iR .
1. FED NAERESEEMY 55, BERRAEIOY S5 53] 21%, 158 15 f2Rt; B 5T 62% &
ERIEEZE N, mMREREREHRE 38%LELA.

2. fECWIANGYT UK, 2016 ERIMIATy 67 ZKkIT, SEIL 4%MHG K. P TsU AR 2 R
3, i 50%, HHEWUN 33.5 LKL, HAE Y 21%, HESUN 14 LB,

3 IERIS Y HEUEE YT 5 A, SRS 31.6 1B IT, Hdm AP 5T 76%,
HERIR 24 {LROG. TR, CRNHEIT R AXEAETGRR. JbREREEXRTE, St
it 85%.
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11. &R A H 25 AT CEO: BEyr/T\E IE—F E R

2017-06-29E 44 H A

P& CNBC i, B FLHIZ5 A 5 fImE S E BT B B AR FR, EBREIT IR

AT IIEE — 37 B RIBR”, R 1 2 B B Sk IETE AL Ge i 527 IR &5 3445 7 F R #6357
e

RIE | BEIRIES

R AR AR 2T (T R A 5518 55 (World Economic Forum) 4§ k<> F#:52 CNBC %)
BRI, ST BT SRAEFEE 25 A F R UL,  BUF AT R A & — R g 4 AR H o2 sk N 244 1)
BPSREEIR S R 2

A AE FATEES T ORAEAT W N AR IEAL T — 3 BRI IR 2, FRA IR Jefi Tz A
ATVIE I . " RRH AR BE . “FEBRE R, B N ERI R . 7

B LI 25 (1 S MR AE LLE A, 1A R R R ERECR AT 25 A R o FERIHT 25 Sh K80, B T
2590 2 R AMEREACIE IR TT 290, R 2 AN B0x Fetd o i 22 28 Gt SR TRPAE )i 9T RO A
H.

SRR, KRBHA AN 22 G SHOEE KB . ATERE (AD K HAR S AR KA
8 BT REEAT ) T i

CNBC EEA ] FLEIHRARIETR, SR A RN IEAEA W I B2 301 A A — MR [
BA, XANBIA—BEHRAE 5T A BEBe M AT LA R IT RS, A A S fp ke R 40 1 S 56
25 5 SRR I B SN B A i R 51N iPhone B RETHL. [FIY, 5 A A &M S i 1
A A, KB A m A A RERE A IME T AL SR TS Z B T

PR REIE, PR 28 2 W] 75 B2 R A P TR R RO X A e A8 h AT ML AT o AE AT A 85
2N, BRZ A R IEAE ORI i 75 AR LR 25 Ml IO SE 5 T . Athdia i, X ER 25 2wk,
ERMGAEN Qa2 1. fhibshEiE, WHE R OLRE TR, MNTEEESAF)
FERA BT PR AEAT Mk A R AL 5 DUEAR R AR A

AT TE G0 T ANGE T 25 B0 HAR I B 25 A ], T HOS A48 B adb AN ol Al i
“PRAEMT A F] #F, BATRT EFE— N B CNAZBBRAEM AL AT 558 DL AT 45 B K i
RAER Bl
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12 GSK starts phase 111 study with mepolizumab in patients with nasal polyps

2017 & 6 B 30 Bifl /Z£4% BIOON/ --RERBELE=5%5% (GSK) IfAE ,

Ba—IR M 111 BRIGAREASS SYNAPSE |, iFLERHISEHIRES mepolizumab ( SEHFIER )

RTEENMNEEA (nasal polyps ) EERITRF LM,

GlaxoSmithKline plc (LSE/NYSE: GSK) today announced the start of a phase Il study
with mepolizumab, an interleukin 5 (IL-5) antagonist, in patients with severe bilateral nasal

polyps.

Issued: London UK

Nasal polyps is a chronic inflammatory disease of the nasal passage linings or sinuses
leading to soft tissue growth in the upper nasal cavity. The resultant swellings can grow in
both nostrils (bilateral) greatly impacting a patient’s quality of life due to nasal obstruction,
post nasal drip, loss of smell, facial pain, facial pressure and nasal discharge. The current
standard of care is treatment with intranasal corticosteroids and, for severe cases, oral
corticosteroids. Surgery to remove the polyp tissue may also be indicated for severe cases
however polyps have a strong tendency to reoccur often requiring repeat surgery.

The study will assess the efficacy and safety of subcutaneous mepolizumab 100mg
compared to placebo, administered using a pre-filled syringe every 4 weeks for 52 weeks,
on top of standard of care in 400 adult patients with recurrent severe bilateral nasal polyps.
The co-primary endpoint of the study is the change from baseline in the total nasal polyps
score (sum of left and right nostril score) assessed by endoscopy at week 52 and nasal
obstruction, as measured using the visual analogue scale (VAS) symptom score during the
four weeks prior to week 52. The key secondary endpoint is the time to first actual surgery
for nasal polyps by week 52. The study is anticipated to complete in 2019.

Steve Yancey, Vice President and Medicine Development Leader for mepolizumab, said,
“We are pleased to start this study which builds on our existing programmes to investigate
mepolizumab in a range of eosinophilic diseases. In general, nasal polyps may be
considered a benign disease but in severe cases it can have a significant impact on a
patient’s day-to-day living. Our aim is to see whether mepolizumab can improve symptoms,
reduce nasal polyp size and reduce the need for surgery in these patients despite optimal

medical management.”
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About the phase Il study

The pivotal phase Ill study named SYNAPSE, StudY in NAsal Polyps patients to assess
the Safety and Efficacy of mepolizumab, is a 52-week, randomised, double-blind, parallel
group study. Throughout the study period, patients will receive standard of care for nasal
polyps consisting of daily mometasone furoate nasal spray, and if required, saline nasal
douching, occasional short courses of high dose oral corticosteroids and/or antibiotics.
Patients with severe bilateral nasal polyps were defined as those with an average nasal
obstruction VAS symptom score > 5 and an endoscopic score of at least 5 out of a
maximum score of 8, with a minimum score of 2 in each nasal cavity. Patients must also
have a history of at least one prior surgery for nasal polyps, have recurrent nasal polyps
despite treatment with standard of care and be in need of nasal polyp surgery.

Mepolizumab is not approved for use anywhere in the world for nasal polyps. The
results of this study will inform any regulatory filing plans in this indication.

About mepolizumab

Mepolizumab is a targeted anti-IL-5 monoclonal antibody. Mepolizumab binds to the
signalling protein IL-5, preventing it from binding to its receptor on the surface of white blood
cells called eosinophils. Inhibiting IL-5 binding in this way reduces blood, tissue and sputum
eosinophil levels.

Eosinophils are believed to play a role in protecting the body against infection. In some
people, increased eosinophil levels can lead to inflammation and play a role in the
development of some inflammatory diseases.

Mepolizumab has been developed for the treatment of diseases that are driven by
inflammation caused by eosinophils.

Mepolizumab is approved for use in the US, under the brand name Nucala, as the
first-in-class add-on maintenance treatment for patients with severe asthma aged 12 years
and older, and with an eosinophilic phenotype.

In the US, Nucala (100mg fixed dose subcutaneous injection of mepolizumab) is
licensed as an add-on maintenance treatment for patients with severe asthma aged 12
years and older, and with an eosinophilic phenotype. Nucala is not approved for the
treatment of other eosinophilic conditions or relief of acute bronchospasm or status
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asthmaticus. Full US Prescribing Information is available at US Prescribing Information
Nucala.

Nucala has also been approved for severe eosinophilic asthma in the EU, Japan and a
number of other countries worldwide although the details of the indications may vary, with
further regulatory applications submitted and under review in other countries.

In the EU, Nucala (100mg fixed dose subcutaneous injection of mepolizumab) is
licensed as an add-on treatment for severe refractory eosinophilic asthma in adult patients.
For the EU Summary of Product Characteristics for Nucala, please visit:
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/hu
man/003860/WC500198037.pdf

Mepolizumab is also being investigated in chronic obstructive pulmonary disease (in
phase lIll), eosinophilic granulomatosis with polyangiitis (EPGA, also referred to as
Churg-Strauss syndrome, in phase lll), severe hypereosinophilic syndrome (in phase lIll),
and severe atopic dermatitis (phase I1).

Nucala® is a registered trade mark of the GSK group of companies.
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13. Sandoz receives approval in Europe for Erelzi® (biosimilar etanercept) to

treat multiple inflammatory diseases

2017 46 7 29 Hfl /AEW4S BIOON/ --%ifi -l 25 sk i 42 Novartis il {45 il 24 5. 6111 48 - (Sandoz)
I HEA, Zaa R RITE S A=Y #125 Erelzi (biosimilar etanercept) CUENKIIZ 14> (EC)
fEE, F T2t g e 5 Enbrel (AhRR4%: BRI, JBHI44: etanercept, MKABPE T, —Fh TNF 41
HIFD MATIERNE, AR BRI % (RA). BESAVERJEHT (plaque psoriasis). #R /& %
R (PSA). IR SCTT 8 CIRELVER AL R [AS]AIARTBUR 7 [JBOH 7 IR il B A 585 28D
WERR R MR R QIAY F ) LRI H A 4R JE 95

European Commission approves Sandoz Erelzi® to treat immunological diseases
such as rheumatoid arthritis, psoriasis, and psoriatic arthritis

Approval of Erelzi provides more treatment options for healthcare professionals and
patients and opens another chapter in the Sandoz immunology portfolio

Sandoz now has five biosimilars approved in Europe, including biosimilars of some

of the world's leading blockbuster biologics [1]

Holzkirchen, June 27, 2017 - Sandoz, a Novartis division, and the pioneer and global
leader in biosimilars, announced today that the European Commission (EC) has approved
Erelzi® (biosimilar etanercept) for use in Europe*. Erelzi is approved for use in all
indications of the reference medicine, Enbrel®**[2][3].

"Immunology is a priority for us and today's approval of Erelzi, the second in this
therapy area in as many weeks, clearly demonstrates our commitment to patients. This
can also be seen in the progress we are making in our immunology pipeline with two
recent file acceptances in Europe” said Carol Lynch, Global Head, Biopharmaceuticals,
Sandoz. "As part of the wider Novartis immunology portfolio, Erelzi further expands the
offering to healthcare professionals and patients in Europe. Its availability is expected to
result in more patients being treated with much-needed biologics."

Erelzi is approved for rheumatoid arthritis, axial spondyloarthritis (ankylosing
spondylitis and non-radiographic axial spondyloarthritis), plaque psoriasis, and psoriatic
arthritis, as well as juvenile idiopathic arthritis and pediatric plaque psoriasis. Erelzi is
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available in a pre-filled syringe and an auto-injector pen, SensoReady®, which has been
designed for patient safety, comfort, and convenience.[2]

The EC approval was based on a comprehensive development program generating
analytical, preclinical, and clinical - including pharmacokinetic (PK) - data. The program
demonstrated that Erelzi matches its reference medicine in terms of safety, efficacy, and
quality[4-6].

Sandoz is committed to increasing patient access to high-quality, life-enhancing
biosimilars. It is the pioneer and global leader in biosimilars, and now, with Erelzi, has
five biosimilars approved in Europe. Sandoz has a leading biosimilar pipeline, and plans
to launch three more biosimilars of major oncology and immunology biologics across by
2020. As a division of the Novartis Group, Sandoz is well-positioned to lead the
biosimilars industry based on its experience and capabilities in development,
manufacturing, and commercialization.

About Erelzi
EC approval was based on a comprehensive development program, including analytical,
preclinical, and clinical data, demonstrating biosimilarity to the reference medicine,
Enbrel®. Clinical trials included:

A PK study which demonstrated bioequivalence in the pharmacokinetic profiles of
Erelzi and the reference medicine and did not reveal clinically relevant differences in
safety, tolerability and immunogenicity[4].

The Phase 11l EGALITY study, which generated confirmatory efficacy, safety and
immunogenicity data. The study included three treatment switches between the
reference medicine and Erelzi. From baseline to Week 52, in both switched and
continued treatment settings, EGALITY demonstrated no significant difference in
mean Psoriasis Area and Severity Index (PASI) responses between Erelzi and the
reference medicine[5]. The primary endpoint of achieving equivalence in PASI 75
response rates at Week 12 was met[5,7]. The EGALITY study also confirmed the
comparable safety profile of the two medicines over 52 weeks. Immunogenicity was
low, as expected with etanercept treatment[6].
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14Sanofi and Regeneron Announce Approval of Kevzara® (sarilumab) to Treat
Adult Patients with Moderately to Severely Active Rheumatoid Arthritis in the
European Union

2017 4 6 H 30 H  /4£%%4 BIOON/ -¥:E# A ELFIEIE (Sanofi) SEIEKFEBAETT
(Regeneron) E4EFF RIIPi £ 25 Kevzara (sarilumab) ¥t H7ERK B S & AR E W . BRER R4 (EC)
it Kevzara BREHFEIEW (MTX) ATFRERZ—MEESHERBHIIREZY (DMARDs, #la0
MTX) ¥6IT ZREAN BB Z 1) EEEEEIERNEBHERTR (RA) ABERIGT . ZJEEXN MTX
A ZEAEE MTX IBITH, Kevzara WA RAERZIRIT. FE T, Kevzara HHEFFIEA 200mg,
432 BT IR TS ERRRER T, 2RI H 200mg BEKZE 150mg, BB IS MLRS
S (PERRRAE . /MORDRE . ) -

Paris, France and Tarrytown, N.Y., June 27, 2017 — Sanofi and Regeneron Pharmaceuticals,

Inc. announced today that the European Commission (EC) has granted marketing authorization for
Kevzara® (sarilumab) in combination with methotrexate (MTX) for the treatment of moderately to severely

active rheumatoid arthritis (RA) in adult patients who have responded inadequately to — or who are

intolerant to — one or more disease modifying anti-rheumatic drugs (DMARDS), such as MTX.

W' Kevzara may be used as monotherapy in case of intolerance to MTX or when treatment with
methotrexate is inappropriate.*

Kevzara is a human monoclonal antibody that binds to the interleukin-6 receptor (IL-6R) and blocks
pro-inflammatory IL-6 mediated signaling. Elevated levels of IL-6 are found in the synovial fluid of
patients with RA and play an important role in both the pathologic inflammation and joint destruction
which are hallmarks of RA.1

“RA is a difficult—to—treat, lifelong disease and many healthcare providers are challenged
with finding a treatment that works for their patients, ” said Elias Zerhouni, M.D., President, Global
R&D, Sanofi. “Kevzara works differently than some of the other most commonly used biologics, and
its approval Is good news for the many patients with a high unmet need. ”

RA affects approximately 2.9 million people in Europe alone. In RA, the immune system attacks the
tissues of the joints, causing inflammation, joint pain, swelling, stiffness, fatigue, and eventually joint
damage and disability.™™ RA is most common in those aged 35-50 years old.

“We are pleased to bring Kevzara to European patients who may not be responding to the most
commonly used biologics such as TNF inhibitors, or who may be seeking an effective monotherapy

»”

to reach their treatment goals, ” said George D. Yancopoulos, M.D., Ph.D., Founding Scientist,

President, and Chief Scientific Officer, Regeneron. “7his approval was made possible through the hard

work of our innovative scientists, as well as thousands of dedicated investigators and patients

”

around the world who participated in the SARIL-KA clinical trial prograim.
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The EC approval is based upon receipt of a positive opinion by European Medicine Agency’s (EMA)
Committee for Medicinal Products for Human Use (CHMP), which evaluated results from seven Phase 3
trials in the global SARIL-RA clinical development program. These studies incorporate data from more
than 3,300 adults with moderately to severely active RA who have had an inadequate response or
intolerance to one or more biologic or non-biologic DMARDs.*

The program includes the Phase 3 MONARCH study, in which treatment with Kevzara 200 mg
monotherapy was superior to adalimumab 40 mg (marketed by AbbVie as HUMIRA®) monotherapy in
reducing disease activity and improving physical function, with more patients achieving clinical remission

over 24 weeks.
At 24 weeks, patients treated with Kevzara demonstrated greater reduction in disease activity as

measured by change from baseline in the Disease Activity Score with 28 joint count and erythrocyte
sedimentation rate (DAS28-ESR), the primary endpoint of the study (Kevzara, -3.28; adalimumab, -2.20)

At 24 weeks, patients treated with Kevzara demonstrated greater improvement from baseline in
physical function as measured by the Health Assessment Questionnaire — Disability Index (HAQ-DI), a
secondary endpoint of the study (Kevzara, -0.61; adalimumab, -0.43)

At 24 weeks, patients treated with Kevzara achieved higher rates of DAS28-ESR remission
(score<2.6), a secondary endpoint of the study (Kevzara, 26.6%; adalimumab, 7.0%)

At 24 weeks, patients treated with Kevzara demonstrated a greater improvement in signs and
symptoms of RA as measured by the proportion of patients achieving a 20 percent improvement in the
ACR criteria (ACR20) (Kevzara, 71.7%; adalimumab, 58.4%; p=0.0074). The proportion of patients
achieving ACR50 was also higher with Kevzara (Kevzara, 45.7%; adalimumab, 29.7%; p=0.0017) as well
as for ACR70 (Kevzara, 23.4%; adalimumab, 11.9%; p=0.0036). ACR20, ACR50, and ACR70 response
at week 24 were secondary endpoints of the study.

In the Phase 3 MOBILITY study, treatment with Kevzara plus MTX reduced signs and symptoms,
improved physical function, and at week 52, inhibited the progression of structural damage by 91 percent
for the Kevzara 200 mg dose and 68 percent for the Kevzara 150 mg dose, compared to placebo plus
MTX. In the Phase 3 TARGET study, treatment with Kevzara plus DMARD reduced signs and symptoms
and improved physical function, compared to placebo plus DMARD. Detailed results from the MOBILITY
and TARGET studies are available in the Kevzara (sarilumab) FDA approval press release here.

The recommended dose of Kevzara is 200 mg once every 2 weeks administered as a subcutaneous
injection with a prefilled syringe or prefilled pen.! Reduction of dose from 200 mg once every 2 weeks to
150 mg once every 2 weeks is recommended to help manage certain laboratory abnormalities
(neutropenia, thrombocytopenia, and liver enzyme elevations).*

The most frequent adverse reactions observed with Kevzara in clinical studies were neutropenia,
increased alanine aminotransferase, injection site erythema, upper respiratory infections, and urinary
tract infections. The most common serious adverse reactions were infections. Treatment with Kevzara

should be withheld in patients who develop a serious infection until the infection is controlled. Initiating
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treatment with Kevzara is not recommended in patients with a low neutrophil count, i.e., absolute
neutrophil count (ANC) < 2 x 10%/L and in patients with a platelet count below 150 x 10°/uL.
Kevzara is also approved in the United States and Canada. The companies are also seeking

approvals in a number of other countries globally.
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doi:10.1038/nn.4528
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N TR NAE RS2 20 M A% A 2 S5 A I 8] P PR 5L e, B 76 N D10 1995 41 31 2006 4F:
()42 T 4IRS FEL I 281 4495 NBEAT T BRER 73 #7 o AT T 0L 46% K18 NAEREAELIS TLAE N IR
A IR, (HA2 8 &N (3 3%) TEMHE)E 100 KA KAESET:, FEHAATHIZE
T EBEMX,

WP R OR ST AT BE £ 5 2006 FHT FABE AT K, ZHARIEZ 51532
Tt

FHOCHIF 9T 45 5k R AE [ b 22 AR F1) JAMA Neurology .

3.Sci Rep: FRAEMERCR ! BH o 80 4875 2 R B AE I E A MR AP 54
doi:10.1038/srep41473
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BT, K ORI Y 22 2% B K5 RO 78 N GBI i 78 B 1 F8 s 2 AR REALAE (MS) 1)
HAN MR ED R EY), 2 RKAEREACRE R — R A T AR SR G R ™ B, AR IRRA
WRLAIFMA 2.3 73 NBIGERE, AL BRI 230 75 N HI{E AR
FHEHF 7% T H bR 24 & Scientific Reports b, XI5t & IZ R EFATIN 12 F KR
R, B BLEYI bR SV B 00) BES A A I TN O3 5 0 22 R PR AEARE B VERA R IA B 85% &
90%:; MALGEA LRI, BERZH B RRERE — BB A —E R, T HARR G,
[FJ IS 3 5 BN N AT — RPSELS, (H it 7T 45 R W, M i i B0 p) AL ks 00 5 e 0% T
AT H AR 2 AT TR T 500 A L T 7

W7t Gilles Guillemin (% iiiE, £ Dianti MS Pty ARIFITHI T, HETIEAMTRE T —
Figr A B2 WniakoR &, HoR ReRe Bk B BRIRH 506 2 R A AVRE 58 25 147 Pt fai (i
M TE o XM R LR MR S AE PR N B RT DAEE S RIS FLt 9 58 N RO R IBYT 2
RAEREAAE AT BEIE MR FE )Tk i 7 — E IR SRR RE A L 2R

ARSI 5 45 B BPR ) T B AR 8 RE AR 2 AR 5 R BB RO R I R B — E R
X, HCanB /R 25 HEER R « AR . LA R A B B B A o S . AL
Guillemin A58, XMH RS I T BUA B (OB X0 R R AL AL 8 i rh AL S D EAT A
Iy, X LAY S e 0 R F 44 O BRI I 21, T ERAT TS AN (R PR E W 2 5 ORI R K
AEHDIERE, BRI 0 A ook 4 i Ak 3 (0 R AR O B, PN TER VR sl B8 4 ) L B 2 2R
R 22 AR R AT AL o

4.J immunol: RAR G 2L IEHE 2 R VEREAL

doi: 10.4049/jimmunol.160087

Z RN (MS) & —FBNE I R AR P 22 2 Gt M BRI 0 ,  TT 36 2% 2R 5 1) Ji DR B 45
WAL R S E R BT AT 2 A AR AR B T AR R, PR 1k
EIT T iAW R IR TH#E M T 40085 B 4. XITIEERE A s MS B HLE, H
ToiEiE MS FEAL

BOEHE R, TLR2 HUEGS7 LIPID654 (L654) fFA/ET RN RS+, ixtT
MS KU L654 B & R RAK. Fitk, TLR2 MEC/A/KFHFEIKTTRES MS 1A H
A —E R R

FE/NRL MS B (EAED 1, WX B BERALIN TLR2 ZACHAT MR M _Eif, (A
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FERIHLHITEAE R . TLR2 SR TEAR A/ FRAE MS 15 i 142 Hh o 11 77 358 B2t A 1) X 0k
o BT SRI AR TR A SNEAE AN, BRI/ BRAA Y SRR PAMP B3 B A= 1) K5 )
PAMP "It 2 5 1 B R A 5814k

EFXFIX— ), Sk H 355 REEAK R K21 Robert B. Clark BRI AT TIR AW FL, AL
RRFAERIE WK (Journal of Immunology) 24:& L.

o, MEEFIH TLR2 [ RSRECARY) R 5L L654 %t/NER ) BMDM JEAT AN . 45 3R
7~ WA BMDM J& e AT A5 40 =42 TLR2 BUMN SZIN G, RIVHOGHSE — I ) [RI A 0 ) 33
AP

ZJa, VRl @A/ R EAE B IR AT TLR2 IR, 4558 BoR, (IR ] Pam2Cys
R RE % A RO EAE 00 M B,

R, MEEXT TLR2 WM 3280 /1B Rt AT 13t —20 0, IR TLR2 B RERS /)
B AR B TLR MM 321

o, VEE R TLR2 BN 5230 R [FIRE A A - Pk 48 52 Gt DA KM B8 90E S S A
BETARATIA A IR A 22 KA AR o e 32 A SR R 22—

5.J immunol: % R APEREL AT TE 8L fE

doi: 10.4049/jimmunol.1502457

Z RN (MS) JEHRXAPE RGEH— RIS ME J ARG, BRIy R sl i
HIPH 2 T AL R AR . /DB EAE 1AL F AT 58 N 2R 2 RVEREAL I B s 1
Forr Th/Th17 ZHp e s 51 & P X2 A i A A I BE A S S o BRLtE, R EAE AR RS 3EAT BT
FoREWS S B IRATIT AR 2 KAV IR YT T 1

BERTBT FUR IR IR K CDA T 4 22 /0 BEWs 73 (N DU RIS R 4R Thl, Th2, Thi7 BLK
Treg. AN[FIHIZH MUY oAy 40 o BX 5~ O AR ELI YT, A e e DR 3 O AR L%, 1K LeiR alx
T TSR B EERE . 28 Th 408 09 0 1 #8252 21 Ho At 7046 5 1)
7 A B 2 L R B A

IL-17 MR IR B AE 22 M B R S e b BT e O VE L, AR T i) Tha7 4ufe) 7
AT TGF-b LA A A — L8 g 5 P4 IR 7520« b4, TGF-b i REMS (LA Treg
NI 7. TGR-b & M Ja At T ARBUEHI AT IR, FEVIFIE LAP Z Ik i
REE T SR I AR S & o BE R MR — SRR 7 21%, tha b
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b PR E. BIHBT NI, —3FH 24 MRS RWAEP LI (18 allfe 64 b). fE

FIEBEES T, HHANEH av I3 (avbl. avb3. avb5. avb6. avb8), ftfs4s & TGF-b

5 LAP Z K E AR E 8. Bk, EIR HSREES R TX T TGF KI5 5 LA Thl7

HI AT RERA — BRI E . SEsE b, AifRgii sk av B& K725, Thi7 41

HIH 7 A BL K EAE B 155 S8 23 52 B 50

Extracellular matrix protein 1 (ECM1) J&—3K 85kd ML, B2 7 AHE K kA

W, MEAER. WEBELEZ SR A, T ECML fE 4y [ S BRI H RTiT

FHNCARAIR, HETHTFTAI ECML Refighs Rl Th2 gHHREBOF e 3t H Ik EL 45 1]

AMILEN o

IL-4 Bef% (2 B4 R] Th2 J7 8] 5304k, (R[] BRI L& SR Th 7342 . T ECM1

se i Th2 diiffa o3k, 8247 He ECML [FIf 240 Th17 o0 ib. S0 —m@, kE

B b A R B B PN S PR AL EAT TR AT, M Ok g R R SR AE Bl — 1Y
(Journal of Immunology) 2+ b

B, MEERN T ECML 2 E X ThU/Th7 Z0M 50 AL IR o i id 5k 5 ECM1 2L
HIF55 T EAE IR, 1E# KL ECML KA FERENS 2 35 BRSO ) AR, 3t —2,

VR R INALBRZE /)N SRR B R /N BRAA A Th7 g0 73 A6 32 21 1 W1 i 4 1

HF Th17 B kai+ TGF-b 55, 1EEHE IiRZ i ECM1 25 | TGF-b {551

IR, RSN, FEE R ECML B H RERAMH] TGF-b M) 580, A0

TGF-b ({555 F. Affkth, ECM1 GE% 5 av BG KL & WM DC H TGF-b KIfE 5

&1k .

B, fEEFIHERE ECML M/ RBHT EAE AT, RIFLEN IL-17 fr=4E2 3 1

B 52 o X [AHZUER] T ECML X} Th17 48 74k i A g 454 H o

6. Sci Rep: iz i b 5 AN 22 &1 A ALRE i J AH S

doi:10.1038/srep28484

A SR 1) S A B B A 2 51 AT A, R 2 BN BRI A E e w5 R

I ), PLanfERe . BAKAEETE . (HIE HRFEAZATR I, A FME, B 4w K-F

AN BV AN 22 A REALRE R AR ELFRAR SRS, AHSRHIE SRR T Scientific Reports %76 1

Ashutosh Mangalam {8 +-3%75, AZRHURIiE #5538 5 BOTIC M, 8FROVIIERAED

53



http://news.bioon.com/article/6684861.html

v L R R 2 B AT Bl il

i
!ﬁlgﬁ China Pioneer Pharma Holdings Limited

H, TR TR, Wil s AL a8 IR AR _E 3T B2 . BB A
AL BB EAE O, JyeBiE 78N D3RR R TE 2 15 i T TR A A 1t B B e M B R
FHIR, tetn 2 RAVEREARESE, RN 0 IR ATE 2 5 B B e Mo B MU I i iE il
AW HAN ) 8 JE AR B JE S A= ) 4

WHRF RN, Kb b2 RANEREORE B3 A G Mg RAMAA F i e A, REX R —
TRIAWTTT, EARREE R, 2 KM BE AP G B AU, EE AL g 5
'Y GEE. WD TR A o A .

W5t Mangalam 1K B g B2 BT AT 783000 5K B 22 R PEREAIE R 1) S AL A BEAT Tl
EVIH I, TR DAE AN U s S5 0RGR BT, M EEX IR RMAT S, 2 kML
i S8 B b 8 R A K PR E T 5 1 5 I ST R I e o, AT TR R K
BT TON RIEAT RN BIWE FERAE SEA S P B SR I

7.3 Immunol: 22 J P R 95 A2 A L il

doi: 10.4049/jimmunol.1502457

2 RAEREA R TP A R GEH — SR8 B B S, b iR SR B g e 4 2 R
KA T ER . EAE CNRUIRIR 2 TR R 525 AT TSN SE 2 AP EREAL A /) BAE
B, Horp ThUTh17 v 30 E & R R4 51 RN PR 2 R ST IR BE A S M. $R 21 2n
48] Thi7 BIEaEx T AR 2 R 6T BB RIS .

Th17 X T2 M E & G S BN B A RN, RIRK) T A/ 52 5] TGF-beta L HE—
BB JERE T RIS 2008 Thi7,

MAbEERTEE A 1 (ECMD) 23 85KD WIBEIEALERH, '©25 1 KRR, &4
B HOREAG UL R R R A AR . BRI FedE . ECML 2 Th2 RN/, 12
Wi 5 s 1 1Y e R i3E Th2 gl B Mtk R &5 a1 AT .

BT IL-4 Befig et Th2 ARy 4L, JEFERHIE] T g m e s megnie, Bk, ECM1
A FREAE Thi7 i B e s fua RS e . O TR AR — &, RE LigAERpr
PPN IR AT TIRABEFL, ARG R AR RAEBIE— W) (Journal of Immunology) 7%
gl

B, fEE A /NS EAE SRS BEAT B 7T, il ad R g bkiE o 8 07 201a) /s BRAR N ECML

B 4PRER: 114 ECMI Refs A7 R A%/ B EAE Jm 1™ AR .
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B, fEHERILT ECML FIEIN/NR AR N Thi7 i 42 20 7 5m . A1, Thi,
Th2, Treg 40 AR A NBA BB AR 1

WIS SEE, EF KDL ECML FEA RS i TGF-beta DA% 1L-6 51 #THT Th17 404y
th, XYL ECML HAHEEMT T 4. 25, fE#FKI ECML R Hlif] DC 43k
TGF-beta. X8 ECML J&# i #H] DC fiE M 2t — B30 T Thi7 f4r1k.

BeJa, VEF IR T AL/NRE ECML i RIE/NRIE EAE S BEhMRIEZER. 4%
BoR, FEBMAR/NRGTT EAE 1155 B NN 3Z .

8. Lancet: HIriAnlia @ 2 KAk

DOI: http://dx.doi.org/10.1016/S0140-6736(16)30169-6

ORI — U FE 4R, — BRI A SR A 2 K M AEAL

BT —WUE N R AT I . FE45 24 20w B IG RIS, — 44 B8 BT T 75 AR Rk
FPRAS, TEVRIT G REE IR B AR

A FEE R, ST ERE TR, — A EEART IR Bk, BRREA
AR E— AR T 2, DLk SR 2 A PRGN R 3 22 A A

XTI N RIRE R AR BE A 78 T IR B AT AR AR B, A I A AT T IEAE S (R 8
IML995 5 2 R REAL (1 B AT VR YT

HRIT LW I BT R — o SR Ml th, RIEAR TR B R e A, S R
)5 1B BEA AR N T

SRR, XR—EEENEEACERT B rGaTT, i H R A R 2 KR .
2 R A AE A (975 D] A2 f e A M et K« A B LA S 8 R G b A 2 40 B A1 A 1) DR 2
Blo FT BRI, HHARENVCEFRE TR : % ReHSE HEE.
X E R T B2 R VAL A, BAE R 2 BUE Ol N e HE R RS 58 2R R, X
WP E RGHA —ERHERE.

ZIE PRI 2 T 2000 4F, 7E 24 22 RN, H 17 Zr24 7T SRR .
HIX AR — AR AEYT %, ERATERRIER, FIAOEH T 2 KA
FEE R . WREANRERB a0, ek ANERNE.

HRlT, 2 R PEREAL 7 2 B AR R A I O AR BRR S AR R, BARAREIRA
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RO, ABEAKI— DY I BEEZATT B AT RE A1 2 R MR A
R R G e LB, (H 47 b - B @ i 07 LT BES T R SR A S % RGE AL .
FHRZE R R KA (Lancet) A& b

9. Neuron: HEf5 ! />3 PR S8 AR B Al Al 22 i M B ALRE s 2 i
doi:10.1016/j.neuron.2016.04.039

S 2 RANEREACAE (MS) R AEAERS E I K BE T, (BAE T IRANZ B A AEA R AR L,
AT R BRI 2RI, 404k B TR B H K BRI AN G I A TR GE T — Ry
IR RAR,  HBVR AN 22 AR A AGE B A AFAE LR BR, MR 7 P& T ok &
Neuron -,

W5t # Carles Vilarino-Guell $ii& , X AT 780 - FAT T 2 A APEREAAE (1) A L] 4R %
B, H AT BRATHFANE 2 2R A AE Y o R R B R REAGIE 1) K A, TR T AT R
FBEA A8 B BT K R T 2 R AEREAAE IR 3T 3L 72

2 RANEREAAE & — FhRF IR B A VE B, £ HVAT, R KRG BEL R A2 4t
HIBERENE, AT SZME K ALK 2 18] 45 S A%, 125 7E 4 BRI A K2 200 /3 N fi
i, T HL H AT B R AT I B 2 RV RE R AT A A R IE A TIR T . K
2] 10%2 15%HH) 2 A AEAEALRE T ) AFAE — MAF IR BB AL i, EBE H AT N IE, BH5
B BEAT K 8 A% AW FUANAE 22 1 RS AR A0 AR TRk DR R AR TR) A B 17 1l 55 R 9 B8R AH
FLART &, 157 B AL L (R SR AR I MR BLVFAT 7006 ) B0 KUK -

HHTBTFT T, BEFEN GOR R B IR 2 R B ALRE 18 4% S AR ATE St o BRI 7 A Rl 3k 4T
b, RIS TINEE KA 2000 SR AL A BB AE DT, AT T N 1 2 R AL
FE IR BERATHE7E (AR, 5 & BURAMA), RN EEAT4ME 72400 (Exome sequencing)
KT HRITA SR BE B R AT 2 W A R AR, 72 S0 AR IR AL R AR =, BEFEN B
HOFONEAE FEHEAT T o0, RIS R 2 K MR RE S RE B I T A R )RR R AR, A
IR, X IREE P ) BT 45 12 R DR R AR ) SR AR I 9 AT IR ) 2 R VR
LR ZK Weihong Song 1538 , FATTAR A4 J9 NRIH3 F 2 A TR AR A2 — MR IR O i SR
A, HaglRKIEFETDIREMAES, Bl LXRA EHEIIREMEL, LXRA H AR AR R A
BRI e SRS, T SR ] = 2 SRR RBP4 . RAE S e R DiRe. W
fat, mR iz H N AR A o ) R, E s BEm e s N 1%, o B H BT B
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WSS A Z RAE AT AS R FE R AE YD Dh RE I 2%, LXRA B H R o SRR R 2
RMEREACIE 1) KA

WH5t# Carles Vilarino-Guell b 7818, & X FE B RAANAE T 70 2 — 0 2 KA REALE /8
AT AFAE, (HREAT SR M, BT FE 3 FEAH [R1 B R b T 1 0 L) RAR, XA R gl 2
51K 2 RAEREALRE B F 1) JRURS: IR 7 R dn SR S WA TP AN AR 28 LI A%, 1 ) P 1%
T PR T VR BV AT DA BRI 2 R I R AE B

G FCE R, A SO T sn] 75 BT At 56 2 A REAE B 40 B ANSh PR R, 1y 7 LA
BRI R BVF AT AR D9 — Rt 58 T Bk B 70 N2 RARREACTE A bl S R 2547
TRHITE R

10. Cell Rep: ZE 047 A T 22 fiff 22 S A AL 55 AR S 28 g

DOI: http://dx.doi.org/10.1016/j.celrep.2016.05.009

— U AR, — BON A AR | REE A IR B B BRI R A, BERAERES 2
RNEREAG A

EIRZAIT FEAAL AN BRI B, A 22 5 B — AN/ N RS N A4 120502 WY PR - it EL g e N
(I e % 5 B 22 22 R AEREAL B IR . X — 85 R4 N T

"EREE AL E AU AR T BRI B A S A AT R A, E R RS
K H R MK 1) Valter Longo Dol : "X — 3o 7% A B £ il 25 5 P 4 e 4t P P 7 A
ARG T B —FFRIE? 45:2" (BRE K, ZEEWAR) 8RR &k
HET 9%, 18 Longo #EH FIX MU B i et RIEAA g : "B B =R s i B A 1%
NERR—R"

NG NIRRT SEIR 25 R O AR, X —Fh & )7 BB RO M 1 A G B 50 i SR B AL A
4 o

VLRI IZH AL QA AE X — SR 5T 7RI ], ABATTR I & A8 AR 35 B,
I REWS I8 2 5222 DL N ARTTBIH o

"HATN Y, G SRR 7 R R IE K E I A AR IE BE sh T AR ok, BAE
BUVFAE S IR B8 F8 70 2 e 5 A9 B O 4B, Longo 153E .

N T BB — BB, MATTE Skl T — 4L B AR /N, R Sh AR R R
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B 77, AT A A e AT AR A B /)N BRURH B IR ZH D 15 B e B AR P AR ) TR A O
B, Hof 20%M R IEE 3] 1 e r R

"7, AEEREORICH FI ML, T, SAORIKEIEEREZE, TR
AT AR A A, XL AR R B IR AN A A

R FRM ARG, Z AR ENIHEE T 60 4 EA 2 R EE, Hdh—3HrE
TN AR IR AL 6 MH BRI E. RSN, a0 R
FH P HRAAAE ARV T i, AR 3 S 00 B (gl BTG I SR R4 T

255 /N BB, AT — G R0 Nl R, ME— 175 RS R N RRAERIE & T-4)
GoKT, MBATR, QiR EARAE 256 4 i S 45100 72— D IR N 5T

FHe G B RAE AT (cell reports) Z4& . (448 Bioon.com)
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