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expression cloning strategy. He showed that NgR transfected into neurons that would 

normally not be inhibited by OMgp can make these neurons sensitive to OMgp. Other 

investigations later showed that in addition to binding Nogo-66 and OMgp, NgR also binds 

MAG (Liu et al., 2002; Domeniconi et al., 2002). Using an alkaline phosphatase-NgR 

fusion protein, and in an attempt to identify a NgR co-receptor by expression cloning, they 

identified MAG as a ligand ofNgR. 

anti-Nogo-A and 8 

~ 
anti-Nogo-A 

~ 
NgR binding region 

~ 
Nogo-66 

Nogo-A 

Nogo-B 

Nogo-C oA H ' 
! . g 

Figure. I Schematic representation of the three Nogo isoforms A, Band C. 

The location of the common Nogo-66 region is labeled, as is the region associated with binding 

to the NgR. (Li et aL, 2001). 
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.... Signal sequence 

.... LRR NH-terminal 

.... Leucine rich repeat 
(LRR) 

.... LRR C-terminal 

.... Glycosylphosphatidylinositol (GPI) 

anchorage site 

Figure. II Structure of the Nogo receptor 

NgR is a functional receptor that can mediate inhibition by Nogo-66. NgR contains a 

translocation signal sequence (signal), eight leucine-rich repeats (LRR), an LRR carboxy 

terminal motif (LRRCT), and a GPI lipid anchor that tethers it to the membrane. 

Figure modifiedfrom Nature Reviews Drug Discovery 2; 872-879 (2003). 
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Figure. III The Nogo receptor and inhibition of axon regeneration. 

The leucine-rich repeat domains of the NgR are necessary for interaction with Nogo-66, 

MAG and OMgp. As a GPI-anchored protein, NgR does not transduce signals directly, but 

instead recruits co-receptor molecules such as p75 or other unknown molecules (?). Co­

receptor activation in tum activates the RHO and ROCK pathway to modulate the 

cytoskeleton and neurite growth. The amino-terminal domain of NogoA can be present 

either in the cytosol or in the extracellular space. In the latter position, it can bind to an 

unknown neuronal protein and thereby inhibit neurite growth. 

GPI, glycosylphosphatidylinositol; MAG, myelin-associated glycoprotein; NgR, Nogo receptor; 

OMgp, oligodendrocyte myelin glycoprotein. 

Figure nwdifiedfrom Nature Reviews Drug Discovery 2; 872-879 (2003). 
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Appendix i 

1. Nyatia-12576 peptide sequence 

(SLQYLRLN) - Leucine Rich Repeat(LRR) - 9 region (251-258) 

2. Peptide sequence (human) from Schwab group 
(Invitrogen) 

EQLDLSDNAQLRSVDPA- LRR- 3 region (108-123) 

EVPCSLPQRLAGRDLKR- (283-300) 

GPRRRPGCSRKNRTRS- (412-427) 

2. Peptide sequence (human) from ADALI 

GCS RKNRTRSHCR (418-430) 

KCCQPDA ADKASVLE partly in LRR- 10 region (334-348) 

Nogo Receptor sequence from Rat 

MKRASSGGSR LLAWVLWLQA WRVATPCPGA CVCYNEPKVT TSCPQQGLQA 
VPTGIPASSQ RIFLHGNRIS YVPAASFQSC RNLTILWLHS NALAGIDAAA 
FTGLTLLEQL DLSDNAQLRV VDPTTFRGLG HLHTLHLDRC GLQELGPGLF 
RGLAALQYLY LQDNNLQALP DNTFRDLGNL THLFLHGNRI PSVPEHAFRG 
LHSLDRLLLH QNHVARVHPH AFRDLGRLMT LYLFANNLSM LPAEVLVPLR 
SLQYLRLNDN PWVCDCRARP LWAWLQKFRG SSSEVPCNLP QRLAGRDLKR 
LAASDLEGCA VASGPFRPFQ TNQLTDEELL GLPKCCQPDA ADKASVLEPG 
RPASAGNALK GRVPPGDTPP GNGSGPRHIN DSPFGTLPGS AEPPLTALRP 
GGSEPPGLPT TGPRRRPGCS RKNRTRSHCR LGQAGSGSSG TGDAEGSGAL 
PALACSLAPL GLALVLWTVL GPC 

50 
100 
150 
200 
250 
300 
350 
400 
450 
473 



Univ
ers

ity
 of

 C
ap

e T
ow

n

No: Fund No: RabbitslNew 
LNatauu white 

Name sequenee: 

Animalldeiotiliicatiion: 452F675926 

Date Bleed date Amt. bled (ml) /Bleed I No. Peptide (ml) I"~ 
-.. , --. -r 

. ., .. 
28-06-05 SI Pr!>-bleed 

15\ (0.5/0.5) 

12-07 12-07-0S I lOll 2nd (O.S/O.5) 

26-07-0S 26-07-0S 10/2 3m (0.5/0.S) 

08-08-0S 08-08-0S 10/3 4th (O.S/O.S) 

23-08-05 23-08-05 10/4 s'" (0:570.5) 

01-09-0S lOIS 

06-09-0S 10/6 

Animal Identification: 45300 I 0111 

Date Bleed date Amt. bled (ml) /Bleed J, No. P-ejl''';d~ (l"':I) I 

• 

lI.T . 

' ''I' 

28-06..()S 51 Pre-bleed 

• 

I 

1 ,\ (0.5/0.5) 

I 
12-07-05 12-07-05 10/1 2nd (0.5/0.5) i 

26-07-05 26-07-05 10/2 3'" (0.5/0.5) 

08-08-05 08-08-05 ]0/3 4th (Q.5i[5) 

23-08-05 23-08-05 10/4 

01-09-05 10/5 

06-09-05 10/6 




