25 o op

IR

E6e0k SILHE 2025 11 B

A X B

T HIRIE: EEAKREYRTLHRIER

3263

HRIH 0 R 2 PROTAC BT @8 45877

TLEF, BRZE IR, sk B 28, fR &%

(HERIIE R 105 %ﬁ%L% W, i 200241)

PROTAC B M S BK B " WL A PR AREL 3 1, 5w IR T A e W0 500 FO i 24 128 1 A -
J& Y AT AT KT (R R PR S AT T s 22 4 2 4 AN 24 AR3h 0 2 SR ) P e R )
J2 24 PROTAC i 1o JiJEE sl o S5 sl SRR 80 Sk SIS 22 T ) 5 11 A, 4 6 2 KUK 3% 25
A S PR e MR 2 AR . IS PROTAC A MR A M0 T SR AL 77 Sl s

3283

ET B PROTAC K K: i RIE S REKRE

PR, DRI, SRARPH, £, EE, IR

(BB AR 22 e, RIREGH) B )5 A 2 A I B S S AN AL 22 AR 2ty BT 100191)

BT RLIR AL 1] 55 1A PR A R 5 H3OR A 2 R A% TR -PRO TAC i RS A A% R s e 1 UL A A 2
F, JCHE SRR R AT IR 8 ", S TR T AT R AR R Y B, A N TR A T R KR
PRIV TT R 430 1) 250 b S

C: Nucleic acid motif
B DNA RNA
A E3ligase . - S% ;\f
ligand S naer G4 Aptamer

Ubiauitinatin

x": — g £
Target degraded

3297

NI E ARG PROTAC SRR 8T O R i R
FEiE, FACE, B

(VU1K 2 S 74 B e i 2 AN BHIE 2 BIE, DU J8 A 610041)

B PR EE A SR (PROTAC) AR A I 2 Dy R B0 B e v S B 17 88 1 iy R B
figt, W IF) 22 ST i S A FLARRE RS HE V6T, RS PROTAC 3 [ I /K B I fE

TTI— i aiimpebict

3309

ETEMAS FREEERMEBAYHRHRE
T, Ry, sk, R, PREEER

(TR R ] B3 24 2 e, Y195 751 215000)

AL F RS T AR FINE ARG RS, W T B THRANZ R-HARE
ATV T A T K 3 B2 I e A T R IR AR ) K 401 A 1 v R R 24 P O T S 0 e, 045
bioPROTACs. TRIM-Away. PA200. CMA. AbTACs%57E P i JLR R 11 48 1 B 245 40 1)
UFTHLE, HXE T A0 K 59— 10 B 1 0 ) e AR 2 0 1) o S R R 7 Il HEAT T TR R 2

kozqc‘

-8

¥ Biomacromolecule- 2 ‘
based targeted ~

{9; /}p protein degrader S }!
b

“\P

E ‘\o [ A @f’

N
o

6
0 e,




1l H X

3318

a1 E AR ARTE PR BE RGIRFATT PRI R R 3R

TR AEE T, SR, P, BB

(1. REEBERNK 25255, KT IR R 259 < R E A SLi6 =, K 300070; 2. KA EFR
KA TR S H AR SR, KE 300070)

ASERIR ZR G I R B[] 2 PR (TPD) BORTE X ZE R Gt (CNS) a7 v B T ik
J&e, IRANIRVT T AN[E TPD SRS B it Jig < 8] Bl S AR N2 AL TT 18], 5 4209 CNS S5
(136 T T 403 1 R B s

3330

MEEERBERERTHESRITHERFBERTIEER

BT M, TR, FRE L RN RER, TIRET, kE

(1. B E R 25T 5T B, B3 201203; 2. B9 B OR2% 2524 B, YEVE B 8 330006; 3. 1€
RIRYE R4 % 5 01 TREERE, L 200241)

AT S 22 IBAT PEBO P B LRSS A AL, £33 T 24 i 2 BT USRS, A
PR T BT R R AR SRS I BOR B R BRI TVE ), JF kb BB T 2RI g KRk 2R
G, QAR RIRFAEE B IR 405 AN N 2R R BTt O R, A RSl B T R AR A T R SR
P 2R AT YRR RE AEVR T o

3345

DFRMFL: MEALIEISERG T

NS, A, 22 XSO T, S

(LTI N RBEBE 2438, AR ImIT 276005; 2. #2255 B (R, )R BRI
518107)

59T (MGs) W (3 B3 02 K0 S H0E8 (10 45 45, V6 SHLE8 11 10 2R (M AR

3355

USP7T IEBRSIEIEIER R EE RIS AR R

R MRS BARA, BE, B R, K, BUKE”, BT

(1. ZEMI 2B 25254 B, YL 75 ZE M 225300; 2. 57 P4 24 Be A= 1 50 24 TRR 24 Be, 280 AN %
237012; 3. H [E 25 R K 5 2 AR K AR 2454 4 [ 5 S %, VT3 7 5L 210009)

ARGz RACHE USPT (B (VA MIRFAE S XTI 8 1 AR A T 24 T S LA R
Jee [ AL 0 2 D RE AL TR R 9T SRS e T 1 4538 .

Proteasomal
D degradation of POI
U

USP7 cannot o
deubiquitinate )

distant POL < stabilization

USP7 DUBTAC 2 @

DUBTAC catalytic recycling Y ®
USP7 Linker E3 8 @
s
G il

ligand ligand

Ub,
@
(i
D

DUBTAC brings USP7 and PO into close proximity

3371

ETHRENFRIZEESEDHATEXEFNERNFARER

VERIEE ", XISR Y RN, 22 R, WE S R, HE L R, AL, PR,
ATy, HE, XIEH

(1. P [ B 2R 24 B 2 MR U T, RAR G P T 45 Th it [ ¢ B A S0 =2, Bt 100050
2. HE| R AR B 24 FAE P ST, T8 B 2GR AR B S IR R SR F 4 I R S =
JE3T 100193; 3. IRYIR =B =325 24 B, T 7R IR 518055; 4. L ifg A 22 24 K038 Hh 25t
b, L 201203; 5. HH GBI B R #0083 TREFF 7 O, LI 201203)

A ARG EFIR T R I TR YRR TESZ IR T 250 T DO RS ORI O LB B0 PR
PPN ZR 05t ) VR FIATLI o (R LA, B A 7 S AR 1 4 A T 4 B AR 1) S i 9
pei

Cancer Diabetes
-




Hx

111

3381

LR T BEBE RS 7E B /RS SE BAR & 7 R B0 1E B AL I i 3R 8 e
RHE, INRS, T 02, R
(1ﬁ?fﬂk%ﬂ%&ﬁ?ﬁm%mmaz*ﬁk&%ﬁﬁﬁﬁﬁ@k%

200433; 3. HEZ R} K FE L 5B, 1175 7 5L 210009)

2%, Lt

AICEFR T BRI AEER (AD) BIRZ O BURHE, B AR 1 doki iR A 3 1)) g
B RERE B B A AL AL AR

M FAE AD

3396

NLRP3 SHE/NME R EANFIFIE R IRHE RGRF PR RHER

B —ny o 04, PV, BREE R T, WA SCRE

(L T BERNR 25258, T4 T 511436; 2. FEBE TR 224k 2440 T2 B, K8t 300384)

AR 3L G L - - T TR R IT, 4538 T NLRP3 S /IMATE X #4142 3 G505 Hh IR
AR, DAL 2R NLRP3 JAE/ S A1 1 77U 7E 12 U5 AH 5% 25 M T et Feg

3408
¢E%l%ﬂi%%ﬁﬁﬁﬁﬁ«mmnf¢tﬁﬂﬁ¢mrﬁ
AEAR ", BRAE 2, R PN, X, e R, ARASE 2, X,
%E‘% B[, %%”

(1. BB A 25 25 K 2 A B BE DR 2H 2 A T Be, DU )1 B 611137, 2. BB 125 25 K 2 Hh 22 24 6
B FCE, VU AR 611137, 3. R BE 25 K22 2524 0%, U )1 RG#R 611137)

W75,

2 1.2
TR,

GNDC 2 B E MR YA B R R A5 () R IR 2 FEVE R, il A 2 202 5 ATECR,
XF BRI\ R Z et 1037 ANPDFI A% ik DK 2 K 20 0 s 25k DX AL AT e T, 1A 1 23440 R
SRR RS (B IR =4 /IR /S RNA BRI A A5 4), 4k ri 5 25 B AL 507
R 5

i

3418

EREERESRREZ XA S5EREIKRIFES NAFLD /MNRIER MFIELE

B R R, TR

(1. 5 K EEE A B 22 22 B, R A AR 1B 5 s s 3 5, V9% 7 4 210023; 2. L4 77
MV ARFIE T B 5 25 AL 4R BIE 5 i AL D5 B bR AR A L 25 5 AT IRV W), 5 0N R K A
BRI TR, YLI5 &I 213164; 3. 74 58 3 9 BEAE YRR 708, L5 Fa &L 210044)

KT FE HLER T 19 A AT R P I PP 99 A 28— e I T o B R ik = 1T (HFMICD) 1777 8
J R IR R (HFD) A5 12 AR B 22 5, BAG AR . s . PRS00 S5 IR PR . &%
AESSE S £ AEALRR I I B IR R S

HFMCD 8 weeks HFD 12 weeks

3426

%Q%ﬁﬁm%ﬂ%%m%#ﬁﬁ%m%%%m%%Mﬁﬁﬁ

SRARSL Y AR, A MR, EmREE, X, RS akIR
(Lm%*@%ﬁ%¢@f@%ﬁﬁﬁﬁﬂ§%@2m%52Hﬁmk%@ﬁJE§%%
276000; 3. Hildph K 5 25 2 5 b TAE 2B, L0 2R 038 252000)

A RAT A R A5 (T-CDs) 55 LR 40 i S % JR Ak AE T, IR 1T
*lﬁfit

RALD 7 73 WA HE

\
Breast cancer cell 'T-CDs e
: ;..g..
Trtpterygmm
wilfordii

%%

IL- lﬂ
* Osteoblast

T © 9 Osteogenesis |
Cell death ‘

@ ~ TNF-a




v H X

3435

FiHRGHAF A £ YEBARI 8 D AT IR ST IR AR A ML Bk 202 A R A= lB S BUE BO{E AR #L
il

FRmesS ' ML, 4222, k2, IR A

(1 W PR R B PR 7T RO, i KR 0300065 2. FL2 BB A IR AR, iR Kb
410205)

AT AR AR RS EL SRR B IR R AL R R ERE B G AT B B A i
KL (LBG) g3 KB Ja L XURE A, 45 & LC-MS Uit ARl 4 22 0 e 22 AR W), is
PRV EE R R 2 5 BT TLI 5 B 1 73— kT - KOG &R, IRl 2 T RHRIRUE A AR . AHT
FLARWI LBG it 2 o3 U R 4% CY P Bl 5 10 30 ok 1 S0 2 SIS [T R 2B 15 P
B SR R B i LR

N H ) |

Postpartum Qi and blood -
deficiency model

i ;
4 SR ol
S| EEmEm MG e

Network ~  “ereis Mol
LCMS  pharmacology I

e am
&ﬁp{]ﬁmmgamw }»mmm\
= | "

Dy [ 2

.

-

3447

a-IK )18 NO-sGC-cGMP B BRI R S s Bk E X R A O ELE NI EE
FCCL R, AR, AEE ! 2R, BRE, M

(1. FHRFEERAILTAR, T 757 810001; 2. Tl K m R E S0 5 gl = RE
ZEPCH R N ST, T R R SR =, U VE T 810001; 3. BGES K 24 I & K B, DY
Il i 610081)

a-/KF)d (PE) fefE @ I 3 0 eNOS [H1 85 [ R IE, Il NO 40, FFid@at Fil I i sGC &
257K, 38 cGMP & B, PR T8, T AR TR K a-SMA [1)3R [ 338, IR R TR TR
FHLF YL, SR E i3l ks T (HPH) KR A O E (RV) 45t 51h8g .

H Organ level
 Alleviating RV dysfunction
Maintaining RV-PA coupling

__éﬁ%f_ . mPARR
& Tissue level
{,-f? I H Restoring RV remodeling
Colagen! § 573 EamEEE
&S Coslsim‘ﬂl ‘ B B
o &l ot
Po oI | S
- al i - Molecular level =
=
eNOS
cGMP
Gett

3457

A 1% -4-BF 18T 845 SIRTU/PPARy (5 S BB ZE =S SO AR R SLIR F 3R
Al "2, ERRE, He4R 2, kAR, AL, AR, ke

(1. B AR EERE, StH BT 551500; 2. 55 ZERK 5K AR 259 Y IR0 R0 FH 3 A se o
=, M BT 561113)

3T SIRT1/PPARy 15 5 FAIAA V1 45 -4- B 1A 5 2& R AR Th 8 208 bl (HG) 185 5 1Y HOC2 4 g 5%
A5 B S BRI 7

s
B o 't( &

T40-SIRT! complex

3467
SRR R R R 2R
T, AERN, RO, S8, BRHE, £A5 T

(BEREE A2 2524 B, L ifE 200240) " e gﬁméi

iS5 . UPLC-IM-Q-TOF-MS. /IR IR A 25 7 i N R P 40 B . % Netdol

E T ZANERILD KA IRE

Salicylic acid Cinnamic acid _frans-Anetho

3476

REEFENEEAANEINAEE-CTPHEERENEFEN

VR 27, EG5 ", (B, AN E !, B, 2, A AR Y, B

(1. P E A AL 25 S e I T B 25 W I Rl e M Sl = FR DA BERE MR A
w7 ¥ e S AR A B S0 S [ 5K 24 B R AR ) T R T S S PR B S
362, AL 102629; 2. A1 [E 258 K2, V195 7 A 211198; 3. BIRIT A 25 A 36T 78 e, B0
1T M5 RVEE 150088)

ARWFFC B 7R HE2H AR UNIE IR -CTP il 5 28 A (thFSH-CTP) AE )2 18 PE B 7 7%
FIH CHO-K 1-FSHR-CRE-Luc $ 3£ [R 40 s, 204k S2 86 28, @i 2. %7kt
JE kS TR R B R AT, @ AT SR MRS S, T B AL L ) VA F rhFSH-CTP Jii & 4%
i,

60000
—=— RhFSH-CTP

40000

RLU

20000

Log(C/ng'mL™")




Hx

3483
ELHERRADPEEMRNEESEENH 200
AXLLTS ! BRDL Y, S0, AT, SR AR
(1. PEBHZ R R 24 245 245, 307 PEBH 1100165 2. AL BV Wi AR B 25 AE MR A IR A &, AL it %m ¢
101102) N
2% fh il 1 LC-Q/TOF-MS/MS ¥J35 %5 5 1 # 5- H g IR v b & 7 Fil 4R, 975K F HPLC i "0 B S0 w0
AT AL BT R AR A-7-0-B-D-H B HEBERR 1T HEAT (8 B W AT 98, 3% Jo f it 100% 10578
VS VR R P R R A T AR . B

m/z
3491
HUEE 5 A7 6 A S B UPLC-QTRAP-MS/MS S i A B R EETFES
COPD & A kX ﬁ%?\]iﬁﬁﬂ]ﬁ"—?—"ﬁﬁ 33 Daxiefei Decoction
THALEE W, MR R, MRS, XK E, BE e @
(1. R TP BE 25 K2, YO8 7 A Eh 8 5t 5 6038 259/ I s2 06 =2 h 2R =L 5 | oncqmenss
T FIGH 259 B R b 5 A AR 78 A Loy VL7548 Hh 265 B s 7 M AL sk R Bl IR ) 3 op o fn&@wL @mmg 2o
2 25 R S R e i R 4 [E E S S0 =, VI3 B AT 210023; 2. Hol R BE 2 KA, 3UE T S T aa—
B 5EALEE T E S S =, HoR 221 730050) i M%ﬁf
AW T —Fh R A R R I 5 R OK5 it 97 J5 K BRI 2 6 T 25 23 1 o i N

UPLC-QTRAP-MS/MS & 5 /3 #7777k, 175 %8 HLAE 15 S g M BH 2 14 il 975 (chronic
obstructive pulmonary disease, COPD) K & PN 2548 5h 11 224 1E .

3499

HPLC-QAMS SEIFM /N LI R O BR G R & — 8 I 5=

EIE', Boohin®, e, 2 8E T

(L. BN B A T8 2 I B R B 8 BA B8 L\ = BR B 24 7}, R 300142; 2. REERFFR 2
B, Kif: 300070)

28R T O €3 —— 1 22 37325 (HPLC-QAMS) #6300 1 /I8 LI i R 1 AR 15 b ik
Iy, GALG I AT R, SR B Bk

3507

[/ BERR 2Y AE AL LB A OE M TN 5 HOSHBIE LI 5

PRl s e, A, SRR

(AR BE 2R 255 B, b5t 102488; 2. tp E FPEE R 2 B vh 25T 72T, JE 5T 100700)

B TP AN BT T U T SR 4 S AR IR B SR AR R, EL 51 RSB AR
B35 S RO T ) L 2 A

Cogpe ]
Energy metabolism “

ooooooo

3518

R 2 R 2 Rk s Bl B R L X R AR R 4 B P AR SN B S BRGR T I R

AR, I, S R, R B, e, A AR

(1. M B2 26 245 24 e, SR S5 BH 550025 2. 5% N 48 BUAR 7 26 1) i) 4 48 3 5 e =%, £
I SEBA 550025)

T B R 1A, WA LD ANBOE A T RSB IS B B R RO KR
i s 4«




VI Hx

3527

S4B B8 B IEE-0- R R BE (ScOMT26) B E M EE S EERIE 1, 1,

VTR, SRS, UM, S48, T NN scommas K0T N

(1. B P R 25 RS I 24 AR 2%, DU I RS 611137; 2. SR EB I 25 K 24 245 205, IO )1 AR

W 611137; 3. FRAPHEE 25K 2 R EE 25 QIR A0 b, DUII RS 611137; 4. RESHEE i kA ™ _ co” ™

E%éﬂ#ﬁﬁﬁﬁ%, @}II ﬁi%|3611137) (8)-Coclaurine (S)-4'-Me-coclaurine

ACBIF T M i 25 7 2 e o T 5 S PP R R RS R R ScOMT265, eI REMEAL 15 248 C4'Rr ﬁ T CrCuckrine

B LA 4R 5 2, R T A% A S S W IR T R T 7@ SCOMT26 + (§)-Coclaurine
EV + (8)-Coclaurine

8 4 5 6 7 8
Time/ min

R ISR LB

3535
B =R p-FIR B BRHIHI A& EIE R RTEI
FREH

(P EESR B bt ABE 2B 25200 50T, AEa( 100050)

3540
B AMASE B IR 1R B E T HIHIF R R a0 i
FRoRAT

(F R =R ALt H NS 22 BE 2571 2P, AE AT 100050)




ACTA PHARMACEUTICA SINICA
Volume 60 Number 11 2025 November

Graphical Abstracts

Special Reports: Recent advances in targeted protein degradation therapeutics

3263

Stimuli-activatable PROTAC for precise cancer therapy

JIANG Xing-yu, CHEN Yi-nuo, ZHANG Wan-xu, XU Zhi-ai"

(School of Chemistry and Molecular Engineering, East China Normal University, Shanghai
200241, China)

PROTAC technology utilizes an event-driven catalytic mechanism to degrade target proteins,
overcoming traditional inhibitors' drug resistance while expanding the druggable proteome.
However, its clinical application is constrained by systemic toxicity and suboptimal
pharmacokinetics. Emerging stimuli-responsive PROTACs achieve precise spatiotemporal degradation control through tumor
microenvironment triggers or external stimuli, with nanoparticle delivery systems optimizing targeting and pharmacokinetic
profiles. Such approaches establish a transformative paradigm for precision cancer therapy.

3283
Nucleic acid-based PROTACSs: emerging strategies and future perspectives C: Nuckic acid mott
XU Jian-fei’, YAN Zhao-peng’, GUO Dong-yang, WANG Qian, WANG Jing, n_w R
TANG Xin-jing’ :&
(State Key Laboratory of Natural and Biomimetic Drugs, Chemical Biology Center and o] = R
School of Pharmaceutical Sciences, Peking University, Beijing 100191, China)

Ubiquitination P
Nucleic acid PROTACs based on target protein degradation chimera technology specifically ‘\.ﬁ S '\\\; %
recognizes target proteins, particularly "undruggable proteins", through ligand nucleic acids, . deg; .

significantly expanding the range of degradable proteins and is expected to pioneer novel
drug development strategies for untreatable and refractory diseases.

3297

Advances in nanoparticle delivery systems for enhanced PROTAC therapy of breast
cancer

WANG Wan-yu, CHENG Yong-zhong', GAO Xiang'

(Institute of Neurosurgical Research, West China Hospital, Sichuan University, Chengdu
610041, China)

Proteolysis-targeting chimera (PROTAC) nanotechnology enables efficient targeted protein
degradation through innovative multifunctional nanocarriers, synergizing with multiple
therapies to reshape precision breast cancer treatment, overcoming critical bottlenecks and
paving the way for clinical translation of PROTACs.

3309

Targeted protein degraders based on biomacromolecules: current progress and

challenges
YE Zi-yue’, XU Chang’, ZHANG Yu-ting, ZHAO Yue, XU Cong-cong’ X

b 2 I,!
(International College of Pharmaceutical Innovation, Soochow University, Suzhou 215000, £ jon “Ronac, )
Chlna) ié\;iomacromolecule-g jn;/?z

L, e, € ""},

This review focused on biomacromolecule-based targeted protein degradation systems. We j %
mainly discussed the research progress of biomacromolecule-based protein degraders based \"z t :"* o GEe
on two major intracellular degradation pathways: ubiquitin-proteasome system and the - g’@o \}%«»ﬁ*
lysosomal pathway, including the novel mechanisms of several protein degraders such as \0‘";\% %f@/
bioPROTACs, TRIM-Away, PA200, CMA, and AbTACs. At the end, this review further =

discussed current challenges and future directions of biomacromolecule-based targeted
protein degradation.
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Progress in targeted protein degradation for central nervous system diseases therapy
ZHANG Xue", FENG Ya-xuan'’, ZHANG Liu', SUN Lu"", HE Hui-ning"*'

(1. Tianjin Key Laboratory on Technologies Enabling Development of Clinical
Therapeutics and Diagnostics, School of Pharmacy, Tianjin Medical University, Tianjin
300070, China; 2. School of Biomedical Engineering and Technology, Tianjin Medical
University, Tianjin 300070, China)

This review systematically elaborates on the application progress of targeted protein
degradation (TPD) technologies in the treatment of central nervous system (CNS)
diseases. It deeply explores the latest advancements, inherent challenges, and corresponding optimization strategies of various
TPD approaches, aiming to pioneer new ideas and strategies for the treatment of CNS diseases.

3330

Advances of targeted protein degradation strategies for precision therapy of
neurodegenerative diseases

YANG Wen-fang", ZHAO Qian", PENG Zi-rui'?, LI Zhuo-liang', PAN Jia-xing',

XU Zhi-ai’, YU Hai-jun"", LAT Yi"

(1. Shanghai Institute of Materia Medica, Chinese Academy of Sciences, Shanghai
201203, China, 2. School of Pharmacy, Nanchang University, Nanchang 330006, China,
3. School of Chemistry and Molecular Engineering, East China Normal University,
Shanghai 200241, China)

argted proten degradation Intracerebral drug
L delvery strategies

This article focuses on the pathogenesis of protein homeostasis imbalance in neurodegenerative diseases, reviews the current
major intervention strategies, and highlights the technological advances and therapeutic potential of targeted protein
degradation approaches. Furthermore, it summarizes various brain-targeted nanodelivery systems, including designs responsive
to the microenvironment and those targeting specific cells and subcellular organelles, providing support for the precise
regulation of protein homeostasis in therapeutic applications.

3345

Development of molecular glue: from serendipitous discovery to rational design
SUN lJie”, GU Ming-xi”*, ZANG Lan-lan', LIU Wen-qi'"", YUAN Pei-yan™

(1. Department of Pharmacy, Linyi People's Hospital, Linyi 276005, China; 2. School of
Pharmaceutical Sciences Shenzhen, Shenzhen Campus of Sun Yat-Sen University,
Shenzhen 518107, China)

Molecular glues (MGs) induce the proteasomal degradation of target proteins by
facilitating the binding between E3 ubiquitin ligases and target proteins.

3355
Advances in research on USP7-mediated regulation of protein homeostasis and
associated antitumor strategies

LI Xing', HE Shu-fen', QIN Jun-jie', ZHOU Hui', MOU Yi', SONG Juan', ZHANG Xin', S ,Jf‘“"l‘,\_”i

ZANG Yong-jun®, WEN Xiao-an* tg;;mg‘w B o
(1. School of Pharmacy, Taizhou University, Taizhou 225300, China; 2. School of Biology USP7 DUBTAC

and Pharmaceutical Engineering, West Anhui University, Lu'an 237012, China; 3. State el > ?

Key Laboratory of Natural Medicines, China Pharmaceutical University, Nanjing tiand " gand

210009, China)

This article reviews the protein structural characteristics of the deubiquitinating enzyme DUBTAC bings USP? and PO nto close prosiniy
USP7, its regulatory role in the homeostasis of substrate proteins, as well as its biological
functions and targeted therapeutic strategies in tumor development.
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Target fishing technologies in traditional Chinese medicines: mechanisms and Vz.® ;
applications for four chronic diseases \‘g“ S

XU Ke-jia", LIU Quan", ZHAO Jia-xuan', ZUO Chen-wei’, CAO Hui', LI Chen-yang’, )=

LEI Lei', LI Cai-na', DU Ruo-fei*’, HUAN Yi', SHEN Zhu-fang', TIAN Yu”', LIU Shuai-nan" =

(1. State Key Laboratory of Bioactive Substance and Function of Natural Medicines, Institute Vi

Key Laboratory for Quality Ensurance and Sustainable Use of Dao-Di Herbs, Institute of
Medicinal Plant Development, Chinese Academy of Medical Sciences, Beijing 100193, China;
3. School of Pharmacy, Shenzhen University Health Science Center, Shenzhen 518055, China;
4. Innovation Research Institute of Traditional Chinese Medicine, Shanghai University of Traditional Chinese Medicine,
Shanghai 201203, China; 5. Engineering Research Center of Modern Preparation of Traditional Chinese Medicine, Ministry of
Education, Shanghai 201203, China)

of Materia Medica, Chinese Academy of Medical Sciences, Beijing 100050, China; 2. State @f

This review systematically summarizes the application of target fishing technology in elucidating the mechanisms by which
traditional Chinese medicines (TCMs) treats four major chronic diseases, including cancer, cardiovascular diseases (CVD),
diabetes, and chronic respiratory diseases (CRD), with a focus on the latest advancements in target identification and ligand
fishing techniques.

3381

Research progress on the role and mechanisms of mitochondrial dysfunction in the

pathogenesis of Alzheimer's disease ( & e | Nt sofacon
QIN Qing-qing', SUN Y7i’, DING Wen-xin’, ZHUANG Chun-lin"*" el o A N

(1. School of Pharmacy, Guangdong Pharmaceutical University, Guangzhou 510006, China; - MIM R

P Dmit
b

2. School of Pharmacy, Naval Medical University, Shanghai 200433, China; 3. School of
Pharmacy, China Pharmaceutical University, Nanjing 210009, China)

Axonal degeneration
> and synapse loss

This article reviews the core pathological features of Alzheimer's disease (AD), focusing on
the physiological functions of mitochondria and their dynamic changes in the pathological
process of AD.

3396
Research advances on the NLRP3 inflammasome and its inhibitors in central nervous S
system diseases Fa’e,
LUO Yi-ming", SONG Jing-yuan', YANG Zhong-jin’, SUN Ping', SHAO Pan-lin"", /7 K#/
HU Wen-hui" Vo (2 e
(1. School of Pharmaceutical Sciences, Guangzhou Medical University, Guangzhou 511436, o e
China; 2. School of Chemistry and Chemical Engineering, Tianjin University of Technology, ; ;
Tianjin 300384, China)

Centered on the axe of "mechanism, disease, and intervention", this article reviews the pivotal @@}%iuﬁ P éﬁiu&
role of the NLRP3 inflammasome in central nervous system diseases, as well as the current oo o
research progress of NLRP3 inflammasome inhibitors in relevant drug development for this

field.
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Application of the gene-encoded natural diversity components repository (GNDC) in | Goncncoded ot ierty Componns Reposiry (GNDC)
traditional Chinese medicine research #)—&

YU Zhi-yin'?, CHEN Wei'’, LENG Liang'?, SUN Dan'?, LIU Hao"?’, GONG Rui-ze'?, =
CONG Zhao-tong"’, LIU Cheng-cheng'’, YANG Xiu-ping’, BIN Hua-chao'?, LU Jun’,
ZHANG San-yin"*", SONG Chi"*’
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GNDC is the world's primary and most extensive database focused on gene-encoded diverse natural components. By
integrating multi-omics and Al technologies, it analyzes the nuclear and organelle genomes of 1 037 species from the eight
major pharmacopoeias worldwide, resulting in the acquisition of 234 million gene-encoded components (including secondary
metabolites, small peptides, small RNAs, and carbohydrates), which will bring a new paradigm for the modernization research
of traditional Chinese medicine.
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This study compared the phenotypic differences between two non-alcoholic fatty liver disease (NAFLD) models — 8 weeks of
high-fat, methionine- and choline-deficient diet (HFMCD) feeding and 12 weeks of high-fat diet (HFD) feeding including body
weight, blood glucose levels, hepatic injury and lipid accumulation, inflammatory responses, degree of fibrosis, and extent of
macrophage infiltration.
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Tripterygium wilfordii carbon dots (T-CDs) induce immunogenic ferroptosis and modulate inflammatory cytokines to promote
osteogenesis.
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To evaluate the effect of Lvjiaobuxue Granule (LBG) in improving postpartum Qi and blood
deficiency in rats, this study detected behavioral indicators, blood routine parameters, immune
organ indices, and milk immunoglobulin G. Combined with LC-MS-based milk
metabolomics to screen differential metabolites, biological target network analysis was used
to predict the relationships among key components-targets-pathways, and molecular docking
was employed to verify the interactions. This study demonstrated that LBG improves postpartum Qi-blood deficiency in rats
through multi-component synergistic regulation of CYP enzyme-mediated linoleic acid metabolism reprogramming and steroid
hormone biosynthesis pathways.
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increase the synthesis of cGMP. The elevated cGMP level decrease collagen deposition and
fibrosis levels by reducing the expression of collagen I, collagen III and a-SMA proteins,
which ultimately improving the structure and function of right ventricle (RV) in hypoxia-induced pulmonary arterial
hypertension (HPH) rats.
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Terpinen-4-ol ameliorates high glucose-induced cardiomyocyte injury by modulating
SIRT1/PPARy signaling
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Experimental study on the regulation of mitochondrial function by terpine-4-ol via the
SIRT1/PPARy signalling pathway to improve high glucose (HG)-induced damage in
HOC2 cells.
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Study on the contact dermatitis-causing components in Urtica fissa
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Combining transcriptomics, UPLC-IM-Q-TOF-MS, and skin exposure tests in mice,
several inflammation-causing compounds and a new lignan were identified from Urtica fissa.
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This study aimed to establish a method for detecting the biological activity of recombinant human follicle stimulating hormone-
CTP fusion protein (thFSH-CTP). Using CHO-K1-FSHR-CRE-Luc transgenic cells, a reporter gene method was established
after optimizing experimental parameters. This method has strong specificity, good accuracy and precision, and passes the

reliability test, which can replace traditional methods for the quality control of rhFSH-CTP.
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Qualitative and quantitative assessment of related substances in baicalin eye drops
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In this study, seven related substances in baicalin eye drops were preliminarily identified by
LC-Q/TOF-MS/MS. Additionally, HPLC was used for the quantitative analysis of oroxin A,
scutellarin and oroxylin A-7-O-glucuronide, providing a basis for ensuring the quality of
baicalin eye drops.
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Establishment of UPLC-QTRAP-MS/MS analysis method for 6 active ingredients in Daxife Decoction
Dunhuang Medical Formula Daxiefei Decoction and in vivo pharmacokinetics study o o
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This study established a sensitive and accurate UPLC-QTRAP-MS/MS method for simultaneous determination of six active
components in chronic obstructive pulmonary disease (COPD) model rat plasma after oral administration of Daxiefei
Decoction, and investigated its pharmacokinetic characteristics.
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In this paper, 15 components in Xiao'er Kechuanling oral liquid were detected by high
performance liquid chromatography-quantitative analysis of multi-components by single
marker (HPLC-QAMS). Compared with the traditional methods, the results were consistent.
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Oxyberberine in Coptidis Rhizoma alters the metabolic profile by modulating amino acid
synthesis and metabolic pathways, while also inhibiting angiogenesis through suppression of lipid metabolism, aberrant
signaling, and oxidative stress.
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Preparation of Chinese medicine Ganoderma lucidum carbon dots and their
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In this study, Ganoderma lucidum-derived carbon quantum dots were synthesized via a
one-step hydrothermal method. The as-prepared Ganoderma lucidum CDs exhibited
excellent fluorescence imaging capabilities and demonstrated certain tumor-targeting properties. Under near-infrared laser
irradiation, the Ganoderma lucidum CDs could efficiently kill pancreatic cancer cells through combined photothermal therapy
and photodynamic therapy effects.
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(ScOMT26) gene in Stephania cepharantha
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In this study, the O-methyltransferase gene ScOMT26 was cloned and identified from
Stephania cepharantha, and it was found to catalyze the methylation of the C4'-hydroxyl
group of coclaurine to produce 4’-methylcoclaurine, revealing its function in
benzylisoquinoline alkaloid biosynthesis.
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