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ABSTRACT : Central nervous system (CNS) diseases are a serious threat to human health. However, due to the existence of blood-
brain barrier (BBB) , there is a lack of effective technology to deliver drugs to the brain, which seriously affects the success rate of
drug development related to CNS diseases, resulting in treatment results that are often unsatisfactory. Therefore, a new technology is
urgently needed to solve the above problems. Brain targeted peptide-drug conjugates, which consist of a brain targeted peptide, a lin-
ker, and a payload, have become a promising CNS drug by enabling bioactive molecules to cross the BBB and reach the brain paren-
chyma by using biologically relevant endogenous transport mechanisms. In this review, the types and characteristics of brain targeting
peptides, linkers, and payloads are briefly introduced, and some common brain targeting peptide-drug conjugates are listed, as well as
the challenges faced by such drugs and the improvement methods, in order to provide ideas for the design and development of drugs for
CNS diseases.
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PURAEH G o IO I TE 5250 78 , ANG100S J#EA
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TR B F 1) HER2 [0 FL R A8 0 A A7 40
2.2 DA-TP10
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AL, % LA W-O-H BE R RS B (1 O-HY A S i ) SOk A
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ik TR 3 43T M6G . SEEGIER , F bk B R i
S An2-M6GZ IR 16 25 41, 5 MG sl i ME B {4 A [, An2-
M6G 3l 1 BBB j@ 1, M b [A] 4557 B g g skl M6G B A7
FEOR VR A R BURIE M, H An2-M6G 2 B i} i /0 i Bk Rl £
PR AT o 3 st SR P 0 ) 25 K 8 A 0 g — o
HL %S BBB A, AR T CNS B IIATT o

3 BTANEE R BB EBXZ 4 E I A Bk B R B i 7 0

JE I ) R AR ER 25 A AR 2 U0 A, (BT A A — 2 R R
o i T HARXS 4> 7 B AR W RO TR R E e 2 B
JUE P PR I, 2F 3 00 R A SR A, 1T B S B T A
ARRDY L B R ON B it 2 R, 2 2 kT B I il
WIBEAR , OS2 A TS & RS 25, 8 A0 45 25 05 22
JRVE ST, S AR F AR 22 0 H T, BIF 5T 8 o AN [R]  4L
R e ARk LE R o
3.1 MERKEHEMA B

HAT, B9 R A IR (L B3R A 6 i 3R b
S5) HUUBK 3T K bicycle S Mg FI ] D-Z AR AR -2k
FR 4, TR 2 IR R M, DItk RE KR 5 ] . RAPI2 fikck
T 3Z AR A 25 [ (receptor associated protein, RAP) [ {3 %4
1,5 LRP-1 AR EEG6F 7 o SR, 24 0B i 4 2 1 3
il , RAP12 R 59 1) o488 F Be . %083 o- 1R TELE 1
SRR B -SZ A EAE T W WSS 1 B 7, BT
FIR IR W & A% 52 R & T 3T 45 Ik stapled RAP12
(ST-RAPI12) , ZWiiF, 5 RAPI2 A HL, {1k /5 Y ST-RAP12
BAHE SR o8 S it 5 LRP-1 [ 45 4 25 F1 7 I v 7
SEVE. AN, ST-RAPI2 FHL i X bEnd. 3 4111\ UST i J5is
20 M AN 5k P9 B2 411 B8 (human umbilical vein endothelial
cells, HUVEC) Py L3448 . 1fii H., ST-RAP12 £ {k 4} %7 %5 BBB
I % e 984 7 % ( blood-brain tumor barrier, BBTB) (1 fg /1t
5T o iE— 20 )W ST-RAPL2 IR A& M &5 43 44, 4 2
ST-RAPI2 G HE, B2 R R W] MR AEAR N A AT LUA &L
%1% BBB/BBTB Jf- 410 I BT9 o LAk, ST-RAPI2 e 3T AE
A0 ) SR e 33 PTXC, A e S £ 988 /) Bl Py A= A7 ik ]
SO0 e o A 2 A, 75 S R R A T, B R A B
JEORIAEI ™ o AT I PR U B B iy BTL718, S pfy XUFF fik
T 3 AT R ) B S 35 8 R (mertansine, DM1) {5515 2
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(o XUBRR AT LA S 4 A 1 35 5 4 J 4K 14 7 ( MT1-
MMP) , MT1-MMP 7 LI5S0 | 45 W 938 25 S i
B #ik, 5 ADC Af I, BTLI718 AH X 4> T AR, 430
RLIF, TR 255 3T 2R BE” I 98 20 L, o G 391 S MR A VA
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SN T A . Wei 25 Hg T angiopep-2 1 [ ¢
FgtA , fir 45 " angiopep-2 , #3577 I ¥ 1 25 M i 1% R 4. AR
SRAEARSMR IR o, © angiopep-2 Bl KMk B 41 1 45 P Rz 200 i 5%
IR %k % L angiopep-2 A%, 0 R B T8GR 0 R E 1, I
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TR PE PR 5 5 400 R0 400 i o LA O 2 40
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KL 5 25 T bR A S5 A ORI 2 KT
F1) B T W T A T 024 B 3 DR R /N R P 9
BT I AELE B T SRR B s A A M g . AL,
AT 3 590 22 IR /NI 3 2 1 45, LAB)S LR 45 & i
T A R o AT — R K SR 2 B (polyethy-
lene glycol ,PEG ) 5 i # [i] Jik 25 497 5 Bk, AT L 22 < ¢ 409
PEG {1 [ 45 1 5 6l G 1Ay e ) B A 8 b P 5K
AR E R S SR . BRI MR R A RS
Wz — T U P 1 A B AR 6K S 938 5 7 R0 42 128 TR 1 24
WHIRE . PEGC BEWGTFHE AR TS G2 ~3
ATKAY T BAE SRR N 26 18 1 A 25 0 1 i i
fig > FDA tifttof T 2R 2 — AL 5%, I PEG-4:
JREF It 0BG I PEG-o- T 9/ 2 20 (H R 64> 7 B it Hy
3x10* KL ER 2 —EAL I 2 k2 S EOHLTE & RS B
(7 YAk T B AE T B B . Bk, PEG R 4R
FRAR W TT % th ke, i 58 B % AR A & PASylation I
XTEN, XTEN ZHNE#(A) BAMR(E) HEAB(G) i
FR(P) LR (S) FIFFER (T) X 6 Pk d LM
A T AR AL B 2 R A il 1 2 IR I 2 R ) S
LT B G T B R B P TR I T AR E N, 3
SEARIE S XTEN {156 ] 5 3 0035 K A 25 32, 6 e KL
JIN BRI TR P 2 S 1 0 I AE K 65 71 B 125 5%, PA-
Sylation {k JE 52 R (P) (N (A) ML IR (S) KR A
Wy P R R 4L IR R A BN R XK B K ) B s 1A
TS PEG A 20 A0 , I ELE W] A= IR R i, © 2R 2 17
FT s 10 Fhep — QA ), (L dF AR KM R B &
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3.3 FABE
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2 RS2 10 1 A 00 R, 8 T PR 0 2 M g4
I FHRZE B RIS B 10 ) 451 . Lamson 25 BF 52 &
BU/NT 100 nm F- B 5 740 K BURETT LSS 24 4y B0 Ak 27 35 i3 44
SRR AR HE R PSR IR R R A, X LR
AR A 8 1 38 BRI RS 3 25 W b g, TRl i

R 227k 2024 4F 5 T 5 59 5 9 M)




L5 AR 32 A 5 B TSR TR, RI8 KA0R 308 1 45
AR A R OMBEOE WLBK AR R B0 (myosin-light-chain
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