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EFRES

1 BERIRERER | TFEIEFE SGLT-1/2 BUdpz
sotagliflozin EEREBHNIENHE

EE 25 BB SE (Sanofi) I HEAN, WM MER)E (EMA) O3z
sotagliflozin CEMEFIF) B LRI HE (MAAD . BEIR MAA, HiiE ki
sotagliflozin fENEES IR —Fh CUIRANFEIT %, H Tk 1 BUBE R (T1D)
N R 1 AR

sotagliflozin s&— PN &b P I F s B -1 FOBN-H &) 0% P [R) 3% s
-2 (SGLT-1/SGLT-2) XUKAMF; Horbr, SGLT-1 F:ZE A 57 B il o] ) i 1Y)
MRS, SGLT-2 % 51 53 e Vi WE (1A 2 W e Uc. EL AT, BT SGLT-2 fryii] 73
BEREZG O BT, fEIRYT 2 BUBERW (T2D) FisRfE T BT . 5 HER TR
A SGLT-2 FFMAIFIAREL , XUHE S K sotagliflozin BAEHZMMH, AN
it 1 AU R A R T HL A B AT RN % 24 5 S T REAR G 1 2 B s R R )
PR

sotagliflozin H13%[E #2452 & Lexicon Pharma ffF#l, FEiFIET 2015 4F 11
A5 Lexicon Bl 1T LR ITCHRILIIL, 3R1F 1 sotagliflozin HI4ERMZAA

CHARBRASND. 4% 3 H 23 H, FEHIERN RECHE EMA FI5EE FDA #2587
sotagliflozin ¥GJ7 TID MR HIE SO

FEARFE IR R I TR AR Jorge Insuasty Fom, TER, RERK
EOEE Lk, (H TID T TP AR 2 B TR BT H A,
B 7R R R 2 A, B TR B R T U K B R T b A o) B KT
sotagliflozin A&k N WK 8 & AR 7 108 A SGLT-1/SGLT-2 BUk i), &
IATEE S EMA EFF SRR B UJ G, RO BE W KX P RIS

sotagliflozin MAA FJ42%Z, s&3ET inTandem IGPRINH %SG, ZIHE
& 3 A TTT BAGIRIETT, FEANAL T KL 3000 il fiuhE /K 4% BIASEE ) TID A &
#, WMl T sotagliflozin (YT LA . 4R, X 3 MRFAMIER T
B BR T BRILBET AL, sotagliflozin i3RI T B E RAEAA BH KRR
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EAF R0, FEHIEIEAE 2 SCLT MY T1D SUs MM —IiK . BAE
A A1, EMA W52 38 1 oK 5 9 [l 25 B K B R B (As traZeneca) P BE 24 Farxiga
(R4 . ik, @M 4. dapagliflozin, EMFGE) M LT VFATAS S
B (MAV), %242 —Fhik £k SGLT2 37, H TSt H T 12D fikyr. it
RMAV TR AEHE Farxiga 15 AR5 IR0 —Fr CUREN 2973, T2 E &R
SR MRS KPR B R TID SN B, Ses H sl . w3k, Farxiga
A E RO HETR T TID BB AN LM SGLT-2 7).
Forxiga (GE#Fi#): HE_EMKES SCLT-2 #fklF KRR
Farxiga &M@ (first-in-class). EFEME: SGLT-2 #il5, FEi@EL
I FIE T B R SCLT2 (e — MLzl , 255 i o B /INE 104 45 4 E5IR
PR R D, e/ B S 4 2 3 AT, 8 o PR e o 2 W P, T a2k B
RIS AP RCR, FF BZ BRSO AR TR 4 A Th RN JBR 15 Z 44T
Farxiga I&H TAEA— R B2y E B & HARZGY), 45Giazhfiike, ek
T2D e N R M= B T B2 Ah, Farxiga iGRe gt Feq i & Ak b 14
AN A AL o
EETY, Farxiga T 2017 4F 3 ARG EE R IR EEHEE
(CFDA) fitife, VEN—Fhaagyrid, FT 2 BURE IR BN B35 ot FL fops 3 il o
B AEHE, i Forxiga BN E BRI E A SGLT-21. Forxiga JyH AR 7,
Fr & A Smg B 10mg IERE B, %2 HEREIR AR B AR Smg, & HR EIRA 1

Ko

EhTREZF—BM CAR-T 7%k | BB —RR/MNIETER
RHT

2017 4EA] LA CAR-T V67 JC4E, & HAT BAZM S SUW —4F, By3E[E FDA
HHE 7 WAL CD19 [ CAR-T 973, H THARYT JLEE K4 Stk B kI 4H i o
i C(ALL) ANypig@ ek B Atk 208 . ARYE AT AU ELTANA W74 IR, X 75 9]
ERATHE VIR, EEE—FRETIh, BEEEER 81% (95%CI: T1% -
89%). 60% B FHIAR|TEALEM (CR), Ho 21%KEFILS] T CR, (A2
METHBIRE AT R (CRiD. I BE A RN (MRD), 45 Rk ik
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The white blood cells, | 8lo0d Is L
including T cells, are ;"‘““M > =
separated out, and 'O(?ent / \
the restof theblood | 7" | 3 \
Is returned to the | { % >
patient. l \ =
| | The receptors The CART cells identify the cancer
/ ,,'.] \ \ are attracted to cells with the target antigens, and kill
Tcells : / [ ] l| \\l targets on the them. CART cells may remain in the
are sont /.' / \ | | surface of the bedy for some time to help prevent
::;ho J i/ | P S \ cancer cells. the cancer cells from returning.
- f < \
o FaN) IN THE CLINIC
’ f } | - CART cells are put back into the patient’s
4 ¢ N | N ‘:‘ﬂ\ blood: pically after chemoth is
\u | Dl . > 4
Sl { | 2 given to make space, and continue to multiply.

S T X
@ IN THE LAB/MANUFACTURING FACILITY \" 8 s
T cells are engineered to find and kill cancer cells.

An inactive virus is The genes cause the T cells Modified T cells (now called
used ta insert genes 1o make special receptors, CART calis) are multiplied
Into the T cells. called CARs, on their untd there are millions of
surfaces, these attacker cells.
© Fean Mitner 2017

CAR-T 48 Jfa Fr470 it g i1 22
(- okJ5: Leukemia & Lymphoma Society)

{ERIEA — AR A AT 7 TR, TR 95% ) &3 B T AN Rl (¥ ia
SR RA RFHAF, Hob s Wt & AR 1B LR 6 1E (cytokine release
syndrome, CRS), WFRAMMKE X E (cytokine storm), HF| T 77%. H4,
2 & CRS We? CRS 32 B4 it B e 2

47 CRS?

PEA CRS 27 CAR-T A e iy 5, 45 T bk C A gl B - Dk 38 7
5| L2 ML R 0 3o P IR TR o T B4 IR -3 A S 2 P S RN, 5l R
KA WU AR PRI A, MBS 2R3 B PRiT A5 I KR I,
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g T cell-
£ endothelial
g‘ cell adhesion
£
=)
T
=
00 e ICAMI
o000
Cytokines +— [O o IO o |© IO J
i Endothelial cells
é % Cytokine storm Capillary leak
EQ TNFa, IFNy > syndrome
£ f‘; IL-1B, IL-2, IL-4, IL-6, Endothelial
EZ IL-8, IL-10, IL-12 damage
.,, ¥ ¥
& z >
£ Multiple organ failure
3 » Pulmonary infiltrates
c « Lung injury
o0 « Acute respiratory distress syndrome
_3 « Cardiovascular shock
5 » Disseminated intravascular coagulant
« Renal failure
A TR R

(& Fr3kifi: Nature Reviews Drug Discovery)

A 1 CRS AL H 8 40 M 75 CAR—T ¥ 77 1ok A o R e b - K 5 F 400 M 8]
18 B AR S R ROAE SRS . CAR-T M Inl i fe, 7EAE4HM AT, CAR-T 4HfE
S PEY I, FERBONERIAE 7, SRR GRRAEM . MOX — U ESRUE, CRS
S REAUAN A& CAR-T Y& 7 I PRI RIAE FH , 346 /& CAR-T 41 M7 v 77 AR 97 R PR R B
AR UL CAR-T B A IR 7 X R AT, AR VIS, S X, -
R B HIEIR .

Zi LRk, WTLAE Y CRS WA, J2 —F A ez On, a5
S L A R IE RIS E A 51 A . SRV ERe . 20, K. BRSO, fE
FELIE SN AT RS . CRS A T RE 20 SR ZH SRR B P AR 2 B 4 5, b
HORATF IS, o 2 1) Sz AR ZH LR T RE S 7E AR SR, BHZEZS Sk, JF
SEIC AN

CRS AHR4H IR 7
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M PR 52 EH A o33 H SR FH T4l B 1Rl 548 S AE s I 2 fhNE B i, B

A EUW S5 WA/ BN i iE Y, IF HIB IS 456 2k 51 R 2 Fh g N . A
BRI = D Re A P I B A A . AR AR s SRR NI
55 CRS MHRHI4R M B 7~ R R et & : TR (interferon, IFN), 77
Fe RGP, TEACHURTEMER, PUGTEIEM: A E (interleukin, IL), H
MAIGTE AL BT (chemokine), ¥, ZEAMM, REZ 22
RINT: RPN T (colonystimulating factor, CSF), il AL 40 i1
FEA AL MR ERFE T (tumor necrosis factor, TNE), {24, WOH4HIEE
EIE R

BRI ._’h';
/
FHLREFAR \ P
X A\ FNAR142 /"/

\ 7 WEThaRmeEs
\\) P AERSEEENE
/ B MMEFST

ARERIRE T RSEM N AT

Pl

{ ccL2 0 P BER Y
s LeRig130 7 e ERATET
x = y—,;,»a (EQENSARESE )
\' S / s
i
BT EEN
ECMEAEs5 AR

AN [F) 24 L ERL 5 51 2 CRS
(B FKi¥E: Sino Biological Inc.)
HAT, CAR-T 4l %y ikib NAITE 2 1 ¥ A i (B8, 1T 4nfe] 38 4, CRS
IR, CARCNBETEN R FLE m, A OIEYT 7 RMAER A P

IREEHR 3BTRS upadacitinib III HAIGERA 28R
EE‘~ I\\\*u ;KE—~ VAN Y
EEAEMEABE L YAG4E (AbbVie) IEHAE T HiAIHi K25 upadacitinib

(ABT-494) T1T #HIlERHF 9T SELECT-COMPARE AR M T2k 204 . B B, %0
FEIR R T 480 T B S IR B2 5,
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SELECT-COMPARE & —TiZ .ty BENL. XUE 11 JARFTE, 1R &
R TR RS (MTX) VYT EGZMRAS IR T R E SRR SGTT R (RAD
BN BEE HIFRE, VPG T upadacitinib AT 2R A Humira (adalimumab,
Ik AREH) K7 M2 et HHed, BELL 2:2:1 B EIBENL 2
upadacitinib (BpH—IK 15mg). ZEH|. Humira CEERG—JH B TS 40mg).
PR 48 JARIBENLE R H, F— KIS 5 R KI5
B BRI 32 B2 R RYT 12 A JE 522 BRIAHEL upadacitinib VRYT 4 SEI ACR20
FGIRZEME (3T DAS28[CRPIVRAL ) [R5 Ll

AR TR, ZABE T FEA L ERITHE 12 B, SRBEFIHMLL,
upadacitinib ¥5¥7 A B3& B m LG B IL ] ACR20 MImPRLZAE. AL, Z
WHARARIE R T A IR i, A FRRIE 30 B « ACRBO LM% 4% . 22 L5 1
WU 5T upadacitinib 24 52 BIHGEM SR8, REAH 2 EE

—

"Jo

W TEVEAIR 12 J 7 B8 i B s -

SELECT-COMPARE Efficacy Results at Week 121
Upadacitinib | Adalimumab | Placebo
(n=651)
15 mg 40 mg EOW
(n=651) (n=327)
ACR20° 71%™* 63% 36%
ACRS50" 459%™ 29% 15%
ACR70° 259%™ 13% 5%
Clinical Remission (DAS 28-CRP)® 20% = 18% 6%
Low Disease Activity (DAS28-CRP)°® 45% 29% 14%
Primary endpoints included ACR20 and clinical remission based on DAS28(CRP) for upadacitinid versus placebo (superiority)
Ranked y endp luded ACR 50 versus adalimumab (both non-inferiority and superiority) and LDA versus
adalimumab (non-infenionity) and versus placebo (superiority). All other comparisons were not adjusted for multiplicity. Not all
ranked secondary endpeints shown
3 ACR20/50/70 is defined as American College of Rheumatology 20 percent/50 p 70 p impro in both
tender and swollen joint counts, plus 3 of the g: patient ts of pain, global disease activity and physical

function, physician giobal assessment of disease activity and acute phase reactant (high sensitivity c-reactive protein)

b Clinical remission was based on Disease Activity Score with 28 joint counts (C-reactive protein) (DAS28 [CRP]) less than
26

“LDA was defined by a clinical response Disease Activity Score with 28 joint counts (C-reactive protein) (DAS28 [CRP)) less
than or equal to 3.2

““Denotes statistical significance at the 0.001 level for comparison versus placebo,

“Denotes statistical significance at the 0.05 level for comparison versus adalimumab,

¥ Denotes statistical significance at the 0.001 level for comparison versus adalimumab,

VAREPAT R B E E RIS E Michael Severino #rn, ZWHT 45 H4E
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WHEBINL, BEER, 5LRFMME, upadacitinib JAIT ALLE BB RAN
PRAE DA R AR 28 J D5 T A It 35 2535, [R5 Humira AH EEAE G A 28 2074
TEbR 7 AR G, Bl ACR 2B BTG ZN BS54 . IXSeHE S RE T
upadacitinib fE RA BEAE—Fh E ZIRYTE LR 7).

upadacitinib /& —FhSEEe I M RGESBENE JAKT #0075, JAKL & —FhiEclig, 1£
20 JORE T 10 B A B R P OR T OREE R . BRI S U (CDD. R T
CD #h, AR 4k H AT IEAE Z NG R 72 R A 2 upadacitinib ¥6J7 RA. HB R LTS
#K (Psh). W BUR. Btk (U0, Btk K. siaES4E 1 H,
FDA i84% T 1 upadacitinib JaJ7 A1 FE 48 55 FERR B 14 Bz 48 (R SR A ME 25D B4

FDA & HiEEFE NGS JlitmListEs

A H, CHE FDA #i5E | TR & TER, DAHES N —ARIFF (NGS) HARE =
MK, HIFAIGIT . %487 N NGS BRI FFARMIGIESLAE T #1,
TR AEHERE AR J7 T R EEAEH .

NGS 3t 1o 46 00 3 PR 2H AR S SR o — > N 75 80 BRT e (A A% T . TS
TBOLS, B TR R EST € « AR GEHI2 W7 V58 % Re el 5 51— A
FHJWARAL, T NGS W] LATE BN b 25 5 20 754 DNA 19384k, DAFS B
TPl o 3X — 2T FR I R ARG TR [ 7 S0l P A AR B AR A

AR R ATIEE — 4574 /& (Use of Public Human Genetic Variant Databases
to Support Clinical Validity for Genetic and Genomic-Based In Vitro
Diagnostics) o BNNIRFESRML T —F759%, FTLAHISKE FDA IAA] i 3L E 4
J2 R PR 9 > SZARr F I i P 75 B, Dy ke BRI ZE 0 R F v 1 i PR DA 42
BEORUE . T2 A5 A 177 AT A A ] 8 P T8 e 040 P SR SRR AT T IEAE T A HY)
NGS W B R IR« X462 3L P 4 dh 5 [ [ 57 TUAERE Jife (NIHD 497
[) ClinGen S5 BT Y {5 H] FDA AR A R it A3 SR A58 Ik A0 b Bl s 4
R OS2

AR RATHIEE —Ti45 54 s&{Considerations for Design, Development, and
Analytical Validation of Next Generation Sequencing (NGS) - Based In Vitro

Diagnostics (IVDs) Intended to Aid in the Diagnosis of Suspected Germline


http://news.bioon.com/fda/
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Diseases) o ‘B AW T ARMIGUEH T2 WSt Lt 4% 75 3 11 NGS IR FR k2

W EELA 75 E FDA 28 &N LTRSS N A, DR E M 4 A 2,
ELFE LI 58 i R AR A AFAE 5 75 (A DU A% 400

“ B PR R B A 1030 H 5 JE , FDA XX SL B Ho R i At T R g, 7
FDA Ji K Scott Gottlieb fd:3RoR:  “SRAAMBIHBORSEAL 1 — DA R
TEHIAESE , T AR S+ FDA B 25 NGS IR BT 75 2, JF 9t R & S i T
HLSR SRR B AR 1 = 8OT R AIGAE . 7

“YEMI FUANIG RIS ARG R NGS HARH B TR A TEEH st 2 57 . 24
17, SR T LA S A5 Bl 2 LA A TR T AE Gk . AR FDA RATI KT8
AR S B P I B AR B AT B T SR IR X, Sl A e A S R S
ek D A DU I PR A R SR FR R, DA B S A 3 i 7342, 7 FDA
WA R e 0 4T Jeffrey Shuren {842,

RATIX L F 2848 5 5 R B T2k H AN NGS BEARF K& 1)z ) 5, ix i
5 50K 35 B FDA 7E ) 8 AeE 25 NGS I 3875 Thl S e 0 R . fE & —4Frpr, FDA
KT 2 AT 32K T A 25 F i DRI R T R R B A, BB =07 25 NGS
iR 3 AT U 7] FDA $RAZ UL, LA S MR IR A 117 25 0 e Ik i) T R b, DA A
MHERZ SN o B E DL N AT E B . FDA S ER ST 1 I8 A% (i Fe AU Pl Ar
FHRR B ICVFE — IR TN B S 34T E 4 .

FDA %7K, B#E NGS HRMAMIKIE, MA1<B0) TR IEEE &,
I 7850 ) FH RS 1 e A 24ty 8 S A QB e i A R

ERzE

M AR R IIR SR FR

RATARM SR IO 2 W HE R AR, PRI A s ml AR T s BRR &, Al
TIIRTT L NRAT R T E  BUEW, AT 5] T KRERRHEA R 5T
A, FRWIACKE R R EETT RN, @A 7 BRI .

2017 4, CFDA (HHPRIBYT ™ Mt 78 5 PPN BORTE S IR ) 8 & KAm, Wl
T CAR-T S54RI /™= W i B AR JE U, 4 A v6 7 50 P i 58 #aill . LU R
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TSR A AN D G e T 150 R T SR A i
A 299 REfE. Juno Therapeutics
WA TT: BB AR R A\ (W Biotechnology Co. Ltd)
AE e FEFBAL
HAER R 2016 454 A 8 H
SRS AT b S (R 4RIk A W), g LR R R SR iR s T K
BT I A0 S TV

Eig i BRI AR TR A 7] (JW Biotechnology Co. Ltd) 454 Juno fEIK
BPURSZAREIA (CAR-T) A1 T A SZ A4 (TCR) £, LA K 245 W FEAS (A & AL 7= &
Lo FE ) E AR 20, BREATIE T E U KA iR AR, g
Jea AN SR SR I AT BT (R 40 G e 97 v

@)y FEH.. Versant Future

BT BlueRock Therapeutics
BHEEH: 2. 2510350
Fegatal: 2016 4E 12 A 18 H
Peot g R TAMIEITEAR, BT RT7 QN S 2R AT MR
BlueRock LVETEH Z IR T4HELAR (PSCs) 1RIT—RIVGEN, #HEN
“FREAEEZFEAT . IR TR BlueRock BN H BENIGIK, [FIK 2
FIWTHA R H Az O MU0 A 2B AT PR (YR T
BT Abn A R A R A
WA g BB L AR R A )
FHEEH: 2000 JiG
Fegmtial: 2016 4E 12 A 30 H
PeoE I TVET CAR-T S 4G yT BT AN kAl
DL B R AR A PR A R 2 —FB7E T CAR-T S fZ AT BRI K
A=AV AR ) AE IR LG Al
WIS =R AG R V)G, ARIEIL T 5680 CAR-T AR R %
W6 BTN — A CAR-T EARB FEIF K, E45 B4 7 4 s CAR-T (41
CD123. BCMA. TIM3 %), Fyibss CAR-T, W id#=%Y CAR-T %5; [FN, AFKE
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HE T i i e Bl e T 7, W I BURE IR . SRELHEE A RER
EIRANY TRl AL 3 A 7 o
BE T AR
WA ¥ 7 Dendreon
R eH: 8.191435C
P 2017 4E 1 H 9 H
BB ¥ Provenge SINHE T, SEILANL G iasT 1O kAL

Dendreon f ™ i ——Provenge #& 1 M 3% [ FDA itk b 117 (¥ 1 21 it
H A A S TR i, 2 B R RS A 2 R 00 P — A0 B S T VT

AL FNER, BEHEZ Provenge HEHT G, KEZHABBEK 12
AN AL RIAEARIA, UL e SRR 1 2 e R B A SO B AT
G1E77: HEEZ). KitePharma
WAL T B REAYRFEYRHE (P E) AIRA
e eEl: A 8000 /it
Petmtal: 2017421 H 10 H
ARSI FTE R E SR T UM e i T P &

SRR (R E) AR A R 2 HE R KitePharma J£[F]
SEHANEAERE AR, AT R 4 e ST V% . KitePharma 32477
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