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« Mulfispecific antibodies that target both the brain-specific
therapeutic target and a transport receptor, like TiR1, are
increasingly prevalent in the field.

Brain Parenchyma

arm
RMT Receptors « Therefore, we have developed a diverse panel of antibodies Lead clones were opﬁmized for a range of affinities
that target TIR1 and can be paired with many therapeutic
IGFIR/ TMEM30A/ dalities t the BBB. . e e
R AL SR |Gr2r  ATPase MOCEITEs 10 CTOss The /Op’rlmlza’rlon goals
« The TfR antibody panel developed here provides a novel * E nomlne;s irelec’rﬁd.fro;.”n p?mory d'?cCOVerY - f|5 lg’rGhST??d '?f- HSA)bS
toolset fo aid in the development of complex multispecific umeain GHinity opimization {range ot monovaient niirt ariniies Multispecific antibodies cross the BBB as well as positive control
antibodies across neurological indications. Improved cyno cross-reactivity p p
Maintain good developability characteristics ) Study Design
Range of human TfR1 affinities Human x cynomolgus cross-reactivity Bispecific Antibodies C57BL/6-Tfrc(fmITFRC) /Bcgen (B-hTFRT)
5 of 7 lineages show human x cyno cross-reactivity 6 mice/
— N.B.3-G Sa0, O | 'V dosing grox 4 mice/ 4 mice/ 4 mice/
1 P.F. 1 O = & | QTOin group group
. Antibody Dose | 0,|5h 61 2|4h ;|2h
x X sdAb 10 mg/kg é é é
c =107 Ig 4 test Abs
= - g 1 positive control
. : 2 & ) O .
Homan 10-100 M (monovalent] @ suitable for multiple formats iog ] Ii‘ zo ] nego’rlve control
TIR1 (Kotr: 102 =107) o) 0
7 i | 8 S N Three TfR1 antibodies show comparable brain accumulation fo posifive TfR1 confrol
Cyno 94% sequence identity N N = 10-84 I% % |
TFR1 Required 3 S Plasma Brain Parenchyma
Fc Fc- Fc O 40001
Mouse 76% sequence identity . 8-
TR Desired @ Does not interfere with binding
L 3000-
1 l 10-10 | | — | | | :“_ 6-
| © A A O N o « Ao @ -
Ergiggfeo\;\/;gh Apical (res. 184-383) * Q (& Q & Q Q\\ ’b X @QA Q\Q) K(Q (bq * "bg * Q,Q \\ qu (& @Q\\ Q Q\\ Q(\* KQ%Q > ? . %
bofentiate Protesse:Like I(?:;-1§;;$gé)384-605) QQ OQ QQ OQ (\Q)Q OQ OQ s\\\? && \QQ &Oq \(\QKOQ \QQ 0Q> \QQKOQ \QQ,\OQ \QQ@Q \(\Q Q QQ && Q 2000 o 4-
RMT PDB 15UV ’ <° 2 < =2
&
Q.
1000 2
Range of monovalent affinities (nM-uM) © Adimab IgG i Lineage parent
73 i ] Lo IR 7\ N.B. - _
o L PF.: o-TiR1 on sensor . A.B. = Avid binder Antibody on sensor (IgG/HCAD) .. "3 20 40 60 80
- ] «L : 100 NnM Fab/sdAb in solufion P.F. = Poor Fit 100 NnM cyno TfR1 in solution Time (h) Time (h)
[ S = | N.B. = Non-binder
= 1073 ie T 1073
é % e =" - = : o 1 Brain:Plasma Ratio Legend
(aiNe - 7
S5 > v S - D
ioé 1084 24 m § 21085 A D ; ® (Positive)
= O = ° ° o o oge e o 0.17 = BACE1 x RG6102-TfR1 @ BACE1 x Progeny 1
8 s = : F ® Efficient generation of multispecific BBB antibodies g
= 5 l o (Neg)
§ 10° 3 10_95 L e 001- & ® BACET x Isotype @ BACE1 x Progeny 3
: BACE] ©
VHH-A| Pabinafusp | H7/Transferrin | Input TfR1 binding arm data § 0.001+
10710 10-10 — T —T—T T —T—T T T T S N Y%, @® BACE1 x Progeny 4
10—10 10—9 10-8 10-7 N.B. 10-10 10-° 10-8 P.F. N.B. Hu TFR1 O 0.0001 _E
o i = Rl | B - . . o— §
Octet I9G Kp Human TfR1 Octet Human Kp, TiR1 c ;;’;?n/ FC |Hu Affinity (Ko)|Hu Affinity (Ko)|Cy Affinity (Kp)| Jurkat Cell 5 @ BACE1 x Progeny 7
(M) Avid (M) Avid g Avid Mono Avid Binding (NCB)
| . Arm Fab/sdAb 0.00001 ¢
.y . Diverse epitope coverage AL - NERDAEAS, AT AR '
Binding to TfR1-expressing Jurkat cells . .
66 of 69 are transferrin non-competitors
100 N.B. . RG6102
2 /N\ o [fR1 arm
5 € (+ control) .
fRel——to— = S lsolype Conclusions
T 10
_— Z /N o I_ . ope . . _
o 5 ﬁ{] S o!© QE MUH'.SpeC'f'CS ge.nero’re.d UsiNg antl BACE £ comiol) We have generated a panel of 69 antibodies (VHH and HCADb) that target human TfR1with a range of
— & 60 - binding arms paired with a single TfR1 " .
T 2 ) - E o @ L Progeny | monovalent binding affinities to TfR1
< s A |@ ® OO £ 2 O% binding arm (Fab or sdAb) g geny . R ol . - "
3 < B o I mEni L 3108 0 ] s ¢ Correct HC-LC pairing was maintained by 66 of 69 antibodies in the panel do not compete with transferrin binding
é = 40 "Bog g - o 0 a O using Adimalb's proprietary HC-LC pairing Progeny 3 Binning against a panel of benchmark antibodies showed diverse epitope coverage
3 P e 5 . ® ¢ sefs (sef 1 and sef 2)! . 7 lineages (IgG & HCAb) have been optimized to improve human x cynomolgus TfR1 cross-reactivity and to
20 A ] - g W 5 HC.—HC pairing wo.s.moln’rclned using Progeny 4 orovide a range of affinities
D A Adimab’s CH3 pairing sefts - g . : . : - : . . : ,
A All constructs were aenerated with LALA- or 7 Four of the optimized antibodies have been converted into 2+1 mulfispecific antibodies using Adimab’s
0 . : gen . ogeny heterodimerization technologies
10710 | | | | | | | PA silencing mutations in the CH2 domain . - . . e - . . \ _
1010 107 108 10”7 N.B. q IR \@‘{\Q o o & These multispecific antibodies showed rapid internalization in a brain endothelial cell line (hCMEC/D3)
. NI 3 :
/H\ Octet IgG Kp Human TfR1 @\\Q‘ N Qa\%@'b @iﬁ@&‘o& Q)\k\q' | > Finally, using a humanized mouse TfR1 model, these antibodies showed improved accumulation in the brain
(M) Avid <° ~<<\\ 4 & I. Barlow et al., MAbs 2025 Dec; 17:1, 2479531 (10.1080/19420862.2025.2479531) compared to a negative control, and the accumulation was comparable to the clinically-validated TfR1
© Adimab IgG Adimab HCAb /\ Benchmark controls selected for unique binning profiles E.FBFPNon;?inder inding arm benchmark included in the study
F.=rFOoor ri

CONTACT US! if you are interested in partnering with Adimab, please reach out to our Business Development feam at
' Scan QR code for Adimalb posters and ofher resources


mailto:bd@adimab.com

