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Individual Restriction Of Fine 
Specificity Variability In Anti-GM1 
IgG Antibodies Associated With 
Guillain-Barré Syndrome
Ricardo D. Lardone1,†, Nobuhiro Yuki2, Fernando J. Irazoqui1 & Gustavo A. Nores1

Elevated titers of serum antibodies against GM1 ganglioside are associated with a variety of 
autoimmune neuropathies. Much evidence indicates these autoantibodies play a primary role in the 
disease processes, but the mechanism for their appearance is unclear. We studied the fine specificity 
of anti-GM1 antibodies of the IgG isotype present in sera from patients with Guillain-Barré syndrome 
(GBS), using thin-layer chromatogram-immunostaining of GM1, asialo-GM1 (GA1), GD1b and GM1-
derivatives with small modifications on the oligosaccharide moiety. We were able to distinguish 
populations of antibodies with different fine specificity. Remarkably, individual patients presented only 
one or two of them, and different patients had different populations. This restriction in the variability 
of antibody populations suggests that the appearance of the anti-GM1 antibodies is a random process 
involving restricted populations of lymphocytes. With the origin of disease-associated anti-GM1 
antibodies as a context, this finding could provide explanation for the “host susceptibility factor” 
observed in GBS following enteritis with GM1 oligosaccharide-carrying strains of Campylobacter jejuni.

Antibodies that recognize gangliosides (sialic acid-containing glycolipids found abundantly in nervous tissues) 
have been associated with different neuropathies1–3. Ganglioside GM1 is one of the best-studied antigenic targets 
and can be considered a model of the association between anti-ganglioside antibodies and disease. Although a 
large body of cumulative data indicates anti-GM1 antibodies play a primary role in Guillain-Barré syndrome 
(GBS) pathophysiology (for review4), less information is available on the origin of the antibodies. GM1 ganglio-
side is a self-antigen, and consequently its immune response should be restricted by self-tolerance5. Low affinity 
IgM antibodies reacting with GM1 are part of the normal repertoire of human antibodies6. In contrast, patient 
anti-GM1 antibodies have higher affinity7 or different isotype8,9. The spectrum of diseases described to be asso-
ciated with anti-GM1 antibodies is wide, but it is possible to find some distinctions regarding antibody isotype. 
IgM antibodies are mainly associated with chronic diseases, whereas IgG antibodies are typically found in acute 
forms. Considering that T-cell cooperation is necessary for IgG antibodies induction (while it is not required 
for induction of the IgM isotype), different antibody-inducing mechanisms could be acting in acute or chronic 
diseases. Cross-reactivity with glycan antigens of bacteria that colonize the human body is proposed as the origin 
of normally occurring IgM antibodies10. Disease-associated IgM antibodies are characterized by variable and 
restricted patterns of antibody populations among the different patients7. Based on this fact we proposed that 
disease-associated IgM antibodies originate by random modifications of the binding site of naturally-occurring 
antibodies (“binding site drift hypothesis”11). On the other hand, “molecular mimicry” between a Campylobacter 
jejuni glycan and GM1 has been clearly demonstrated, and is considered the origin of anti-GM1 IgG antibodies 
found in GBS patients (for review see12).

In this paper, we describe a restricted variability in fine specificity of anti-GM1 IgG antibodies from GBS 
patients. Thus, similarly to the already observed phenomenon for disease-associated anti-GM1 IgM antibodies, 
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these results suggest that the “binding site drift” mechanism could also be contributing to the induction of 
anti-GM1 antibodies of the IgG isotype.

Results
GBS patients’ sera display different anti-GM1 IgG antibody populations. Thirty GBS sera having 
anti-GM1 IgG antibodies were selected for this study. Specificity of patient antibodies was assessed by thin-layer 
chromatography (TLC)-immunostaining and soluble antigen-binding inhibition assay (SABIA). A full summary 
of serum antibody cross-reactivities and clinical features of GBS patients is shown in Table 1. Antibodies that 
recognize GM1 can have four different fine specificities, depending if they cross-react or not with two structurally 
related glycolipids: GA1, desialylated form of GM1; and GD1b, a GM1 molecule with an additional sialic acid 
residue7,13. TLC-immunostaining patterns of patient sera were variable. Four representative cases are shown in 
Fig. 1. Almost half (13) of the sera stained only GM1 (Fig. 1B), whereas the rest also showed cross-reactivity with 
GA1 (Fig. 1C), GD1b (Fig. 1D) or with both glycolipids (Fig. 1E).

Fine specificity variability of anti-GM1 IgG antibody populations is restricted within each indi-
vidual GBS patient. In all GBS patients, preincubation of sera with soluble GM1 inhibited the binding of 
anti-GM1 IgG antibodies to TLC-adsorbed GM1 but also to GA1 and GD1b (results not shown), indicating that 
cross-reacting anti-GM1 antibodies are involved in the staining of GA1 and GD1b. It is clear that sera showing 
reactivity only with GM1 contained only one antibody population defined by fine specificity (GM1-specific), 
but sera having cross-reacting antibodies can have more than one population. From twelve sera showing 
cross-reactivity with both GA1 and GD1b, six contained only one population ~ binding to all three glycolipids 
(Fig. 2A) was inhibited by preincubation with either GA1 (Fig. 2B) or GD1b (Fig. 2C). In the other six sera, bind-
ing to GM1 was not completely inhibited by GA1 (Fig. 2E) or by GD1b (Fig. 2F) indicating that, in addition to 
cross-reacting antibodies, the sera contained also the GM1-specific population.

The remaining sera showed only one type of cross-reactivity: three of them cross-reacted only with GA1 and 
two only with GD1b (see Fig. 1C,D). In all sera reacting with GA1, binding to GM1 was completely inhibited by 

Patient No. Age Sex
Precedent 
diarrhea

Hughes’ 
functional grade GM1-specific

GM1-cross-reactive 
with GA1

GM1-cross-reactive 
with GD1b

1 32 F + 2 R R R

2 16 F — 2 — R R

3 52 M + 2 — R R

4 26 M + 2 R R R

5 61 M + 2 — R R

6 51 M + 2 R — —

7 38 F — 3 — R R

8 60 M + 3 — R —

9 33 M + 3 — R R

10 33 M — 3 — R R

11 47 M + 3 R — —

12 36 M + 3 R — —

13 12 F + 4 R R R

14 35 F — 4 R R R

15 58 F + 4 R — —

16 53 F + 4 R — —

17 31 F + 4 R — —

18 76 F + 4 R — —

19 40 F + 4 R — —

20 5 F + 4 R — —

21 35 F + 4 R — —

22 18 M — 4 — R —

23 26 M + 4 — R —

24 15 M + 4 R R R

25 12 M + 4 — — R

26 9 M + 4 R R R

27 59 M + 4 R — —

28 61 M + 4 R — —

29 64 M — 4 R — —

30 59 M + 5 — — R

Table 1.  Serum antibody cross-reactivities and clinical features of Guillain-Barré syndrome patients. 
R, reactive.
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soluble GA1, indicating only one population of antibodies (result not shown). In contrast, both sera cross-reacting 
exclusively with GD1b contained also a GM1 specific population (results not shown).

Although four different populations of anti-GM1 antibodies can be clearly distinguished according to their 
cross-reactivity with GA1 and GD1b, some additional heterogeneity was observed within these populations. The 
six sera containing only the population that cross-reacted with GA1/GD1b (Fig. 3A) presented different staining 
patterns (Fig. 3B): from a serum showing similar cross-reactivity for both glycolipids, to a serum preferentially 
cross-reacting with one of them.

Anti-GM1 specific IgG antibodies vary their structural requirements between different GBS 
patients. To study the antibody population specific for GM1 in more detail, chemically modified GM1 
molecules were used as antigen (Fig. 4A). As exemplified in Fig. 4B, the chemical modification of certain func-
tional groups in the GM1 molecule reduced partially or completely the binding of patient antibodies. Binding to 
GM1-derivatives was inhibited by preincubation of the sera with soluble GM1, indicating that the same antibod-
ies are involved in the binding to both, the derivatives and the unmodified GM1 (results not shown). Different 
immunoreactivity patterns with the derivatives were found. Although some patients showed similar results, the 
patterns of reactivity with the derivatives were quite variable among the different sera (Fig. 4C).

Discussion
When sera from GBS patients were analyzed by TLC-immunostaining using GM1, GA1 and GD1b gangliosides 
as antigen, an interesting observation was done: immunostaining pattern was quite different among patients. 
A further characterization of the antibodies showed a remarkable result: patients had a restricted variability in 
antibody populations defined by fine specificity. From all different antibody populations we were able to distin-
guish, individual patients presented only one or two of them, and different patients had different populations. 
The meaning of this restriction can be analyzed by considering the structure of the recognized antigen. The oli-
gosaccharide moiety of GA1 is included in the structure of GM1, and that of GM1 in GD1b. Based on this fact, 
the different cross-reactivity of anti-GM1 antibody populations can be explained by the recognition of different 
areas of GM1 oligosaccharide by the antibodies7. A similar interpretation can be done if we analyze the reactivity 

Figure 1. Anti-GM1 IgG immunostaining patterns of patient sera. A mixture of GA1, GM1, GD1a, GD1b 
and GT1b gangliosides was separated on thin-layer chromatogram plates and immunostained with a 1/200 
dilution of sera as described in “Methods”. Representative examples of sera showing reactivity exclusively with 
GM1 (B), or sera showing an additional reactivity with GA1 (C), GD1b (D) or with both gangliosides (E) are 
shown. A plate was stained with orcinol reagent for chemical detection of gangliosides (A).

Figure 2. Characterization of anti-GM1 antibody populations of patient sera. Two hundred dilutions 
of patient sera showing immunoreactivity with GM1, GA1 and GD1b were preincubated without (A,D) or 
with soluble GA1 (B,E) or GD1b (C,F) at a final concentration of 10−4 M. After 1 h sera were used for thin-
layer chromatography with immunostaining. Two representative sera exhibiting only one (#3) or two (#4) 
populations of antibodies are shown.
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of GM1-specific antibodies (Fig. 4C) in the context of the GM1 three-dimensional structure (shown in Fig. 4A). 
Areas differentially recognized account for different antibody binding site structures and, consequently, different 
B-lymphocyte clones. Therefore, restriction of antibody population variability would indicate that one or few 
B-lymphocyte clones are involved in each patient´s immune response. This idea implies that the resultant anti-
bodies produced will be monoclonal or oligoclonal, a fact that is known to occur in autoimmune diseases14–16. 
This has been recently described for neuropathy-associated anti-GM1 antibodies through immunoglobulin light 
chain usage detection17. In addition, by affinity purification and further isoelectric focusing of anti-GM1 IgG 
antibodies from three GBS patients, Townson et al. depicted an oligoclonal type of response18.

Most of the patients studied here had a preceding diarrhea, an indication that the “molecular mimicry” mech-
anism was involved in the generation of antibodies. On the other hand, immunization of rabbits with GM1 in a 
proper adjuvant induces a classic polyclonal antibody response, including isotype changes and presence of dif-
ferent anti-GM1 antibody populations13,19. Consequently, the induction of a classical immune response without 
population restriction would be expected from the “molecular mimicry” mechanism. At this point, a question 
emerges: why did this not occur? One possible answer is provided by the “binding site drift” hypothesis11. This 
hypothesis was developed to explain the origin of disease-associated anti-GM1 IgM antibodies present in patients 
with neuropathies7. It is based in three facts: i. GM1 is a self-antigen and consequently B-cell clones recognizing 
GM1 with high affinity should not be present in normal individuals; ii. IgM antibodies that recognize GM1 with 
low affinity and a defined fine specificity are part of the normal human repertoire of anti-bacterial antibodies; 
and iii. Disease-associated IgM antibodies have higher affinity for GM1, and show restricted variability in fine 
specificity. The hypothesis proposes that patient B-cell clones originate from normally occurring ones (Fig. 5). 

Figure 3. Variability of immunostaining pattern in patient´s sera with cross-reactive anti-GM1 
antibodies. (A) Axial view (“end side” face) of a Corey-Pauling-Kortum (CPK) model of GA1, GM1 and GD1b 
oligosaccharides, and their schematic representation. The different models were constructed using torsion 
angles as described by Acquotti et al.30,31. Black spots on scheme indicate crossreactivity areas (accessible to 
antibodies in all three structures). (B) Seven patient sera having only the population of anti-GM1 antibodies 
cross-reacting with GA1 and GD1b were analyzed by TLC immunostaining. Spot intensity was measured by 
densitometric scanning and the O.D. values for GA1 and GD1b were normalized to the O.D. value of GM1 
within each patient’s serum.
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B-lymphocytes producing normal anti-GM1 antibodies spontaneously mutate their V genes, thus modifying 
their binding sites. Some of these mutations increase the binding affinity for GM1, and the new B-lymphocytes 
can now be stimulated by self or foreign GM1. During the process, fine specificity can change and various poten-
tial paths can be followed, generating antibody populations with distinct fine specificity. Each lymphocyte follows 
one of these paths at random (“drift”) and if only one or a few lymphocytes are involved, a restricted pattern of 
populations will be generated. Before or during the infection, in those diarrheal patients where normally occur-
ring B cell clones undergo the “drift” process, antibodies with restricted fine specificity will be induced. If the 

Figure 4. Variability of immunostaining pattern for GM1-derivatives of patient sera with anti-GM1 
specific antibodies. (A) Axial view of a CPK model of GM1 oligosaccharide, and its schematic representation. 
Black spots on scheme indicate the area where chemical modification in the GM1-derivatives were present: 
oxidation/oxime formation of the C6 of the terminal galactose (D1), deacetylation of N-acetyl neuraminic acid 
(NeuNAc) (D2), cleavage of the glycerol chain of NeuNAc (D3) and reduction of the carboxyl group of NeuNAc 
(D4). (B) Reactivity of a patient serum with chemically modified GM1. GM1-derivatives were immunostained 
with a patient serum having specific anti-GM1 antibodies. One plate was stained with orcinol reagent for 
chemical visualization of the derivatives. (C) Thirteen patient sera having reactivity only with GM1 (not GA1 or 
GD1b) were used for TLC-immunostaining of GM1-derivatives. Reactivity within each serum was expressed as 
full, reduced or no reactivity compared to the corresponding anti-GM1 reactivity.

Figure 5. Generation of Guillain-Barré syndrome-associated anti-GM1 IgG antibodies with individual 
restriction of fine specificity variability in the context of “binding site drift” and “molecular mimicry” 
mechanisms. B cells producing normally occurring anti-GM1 antibodies (“normal reactivity”) can undergo 
spontaneous mutations of V genes, randomly re-shaping their binding sites (“binding site drift”). This can 
lead to eventual increase in binding affinity for GM1 and also to various potential paths generating antibody 
populations with distinct fine specificity (represented as shaded areas in the different “types”). If only a few 
lymphocytes get involved, a restricted pattern of fine specificity is produced. During an infection with GM1 
oligosaccharide-carrying bacteria (“molecular mimicry”), those diarrheal patients that experienced the “drift” 
process will get anti-GM1 antibodies with restricted fine specificity induced, and Guillain-Barré syndrome will 
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process occurs in only a few patients, this could explain why only a minority of patients infected with GM1 
oligosaccharide-carrying strains of C. jejuni develop GBS20.

In summary, the emergence of restricted patterns for anti-GM1 antibody populations through events 
described by the “binding site drift” hypothesis can account for the puzzling “host susceptibility factor” frequently 
observed in close association with the “molecular mimicry” mechanism in GBS12.

Methods
Patients. Sera from 30 GBS patients carrying anti-GM1 IgG antibodies were collected at Dokkyo Medical 
University, Tochigi, Japan, with prior approval from its Ethics Committee. Written informed consent was 
obtained from every patient. Serum samples taken during the first three weeks after the disease onset, before 
immune treatment, were stored at –80 °C until use. Sera were analyzed at the Argentinean laboratory. For this 
purpose, small volume of sera were lyophilized and transported by courier service. Previous experiments done 
with human and rabbit sera indicated that this treatment does not modify antibody activity (titer, affinity and fine 
specificity) of anti-ganglioside antibodies. All procedures were approved by the Ethics Committee of CIQUIBIC-
CONICET. Criteria for inclusion were a positive spot for GM1 or GM1 and GA1 / GD1b in thin-layer chromatog-
raphy (TLC)-immunostaining at 1/200 dilution, and no spot for other gangliosides. Twenty-four patients (80%) 
had diarrhea episodes preceding neurological symptoms. All experiments were performed in accordance with 
Ethical Guidelines on Research Involving Human Subjects21.

Glycolipids. GM1, GD1a, GD1b and GT1b were obtained from human brain. Folch upper phase was purified 
by DEAE-chromatography22, and HPLC on Iatrobeads silica gel column23. GA1 was prepared by acid hydrolysis 
of cow brain gangliosides24.

GM1 derivatives. D1: Specific modification of C6 of GM1 terminal galactose was done by enzymatic treat-
ment (galactose oxidase) and oxime formation. Briefly, 2.5 mg of GM1 was dissolved in 1 ml of 50 mM sodium 
phosphate, pH 7.0, containing 1% Triton X-100 and incubated for 24 h. with 15 U of galactose oxidase (Sigma, St. 
Louis, MO) at 37 °C. The aldehyde product was desalted by a Sep-Pak C18 cartridge (Millipore Corp., Milford, 
MA) and purified by HPLC23. For oxime formation, the purified GM1-aldehyde was dried and dissolved in 1 ml 
of saturated hydroxylamine hydrochloride in pyridine. After 24 h at RT, 2 ml of water was added and the resulting 
oxime of GM1 was purified by a Sep-Pak C18 cartridge.

D2: De-N-acetylation of GM1 sialic acid was done by mild alkaline hydrolysis in aqueous 90% N-butanol25.
D3: The glycerol chain of GM1 sialic acid was oxidized to the 7- and 8-aldehyde forms by mild periodation 

and then reduced to the corresponding truncated primary alcohols as described by Spiegel et al.26.
D4: Reduction of GM1-sialic acid to the corresponding GM1-nonulosamine (gangliosidol) was accomplished 

by lactone formation and sodium borohydride treatment27.
All GM1 derivatives were further purified by HPLC.

TLC-immunostaining. Antibody binding to TLC-adsorbed glycolipids was assayed as previously 
described28. Gangliosides were separated on TLC plates in running solvent chloroform/ methanol/ aqueous 
0.2% CaCl2 (45:45:10), using a tank designed to obtain highly reproducible chromatograms29. After air-drying, 
plates were coated by dipping for 2 min in a 0.5% solution of polyisobutylmethacrylate (Sigma, St. Louis, MO) in 
n-hexane/ chloroform (9:1). Plates were blocked with 1% bovine serum albumin (BSA) in phosphate-buffered 
saline containing 0.05% Tween 20 (PBSt) for 1 h, incubated overnight with BSA-PBSt diluted serum (1/200), and 
washed thoroughly with PBSt. Binding was detected following 2 h incubation with BSA-PBSt diluted (1/1000) 
peroxidase-conjugated anti-human IgG (γ -chain) antibodies (Sigma). All incubation steps were performed at 
4 °C. After washing, color was developed in a substrate solution containing 2.8 mM 4-chloro-1-naphthol and 
0.01% H2O2 in methanol-20 mM Tris-HCl buffer, pH 7.4 (1:30). The reaction was stopped after 20 min by washing 
the plates with PBSt. For quantitative studies, spots were measured by densitometry scanning at 590 λ .

Soluble antigen-binding inhibition assay. Inhibition of antibody binding to plate bound ganglioside 
antigen was accomplished by incubating the sera with 0.1 mM GM1, GA1 or GD1b for 60 min before adding 
them to the plates.

References
1. Ilyas, A. A. et al. Serum antibodies to gangliosides in Guillain-Barré syndrome. Ann. Neurol. 23, 440–7 (1988).
2. Pestronk, A. Motor neuropathies, motor neuron disorders, and antiglycolipid antibodies. Muscle Nerve 14, 927–36 (1991).
3. Willison, H. J. & Yuki, N. Peripheral neuropathies and anti-glycolipid antibodies. Brain 125, 2591–2625 (2002).
4. Yuki, N. & Hartung, H.-P. Guillain-Barré syndrome. N. Engl. J. Med. 366, 2294–304 (2012).
5. Nores, G. A. et al. Anti-GM1 antibodies as a model of the immune response to self-glycans. Biochim. Biophys. Acta 1780, 538–545 

(2008).
6. Mizutamari, R. K., Wiegandt, H. & Nores, G. A. Characterization of anti-ganglioside antibodies present in normal human plasma. 

J. Neuroimmunol. 50, 215–220 (1994).
7. Lopez, P. H. et al. Variable patterns of anti-GM1 IgM-antibody populations defined by affinity and fine specificity in patients with 

motor syndromes: evidence for their random origin. J. Neuroimmunol. 119, 131–136 (2001).
8. Ilyas, A. A., Mithen, F. A., Chen, Z. W. & Cook, S. D. Anti-GM1 IgA antibodies in Guillain-Barré syndrome. J. Neuroimmunol. 36, 

69–76 (1992).
9. Kornberg, A. J. et al. The clinical correlates of high-titer IgG anti-GM1 antibodies. Ann. Neurol. 35, 234–7 (1994).

10. Alaniz, M. E., Lardone, R. D., Yudowski, S. L., Farace, M. I. & Nores, G. A. Normally Occurring Human Anti-GM1 Immunoglobulin 
M Antibodies and the Immune Response to Bacteria. Infect. Immun. 72, 2148–2151 (2004).

11. Lopez, P. H. H., Lardone, R. D., Irazoqui, F. J., Maccioni, M. & Nores, G. A. The origin of anti-GM1 antibodies in neuropathies: the 
‘binding site drift’ hypothesis. Neurochem. Res. 27, 687–695 (2002).

12. Yuki, N. Carbohydrate mimicry: a new paradigm of autoimmune diseases. Curr. Opin. Immunol. 17, 577–82 (2005).



www.nature.com/scientificreports/

7Scientific RepoRts | 6:19901 | DOI: 10.1038/srep19901

13. Lopez, P. H. H., Villa, A. M., Sica, R. E. P. & Nores, G. A. High affinity as a disease determinant factor in anti-GM1 antibodies: 
comparative characterization of experimentally induced vs. disease-associated antibodies. J. Neuroimmunol. 128, 69–76 (2002).

14. Rauer, S. & Kaiser, R. Demonstration of anti-HuD specific oligoclonal bands in the cerebrospinal fluid from patients with 
paraneoplastic neurological syndromes. Qualitative evidence of anti-HuD specific IgG-synthesis in the central nervous system. J. 
Neuroimmunol. 111, 241–4 (2000).

15. Stahl, D., Lacroix-Desmazes, S., Mouthon, L., Kaveri, S. V. & Kazatchkine, M. D. Analysis of human self-reactive antibody repertoires 
by quantitative immunoblotting. J. Immunol. Methods 240, 1–14 (2000).

16. Christie, D. J., Sauro, S. C., Fairbanks, K. D. & Kay, N. E. Detection of clonal platelet antibodies in immunologically-mediated 
thrombocytopenias: association with circulating clonal/oligoclonal B cells. Br. J. Haematol. 85, 277–84 (1993).

17. Cats, E. A. et al. Clonality of anti-GM1 IgM antibodies in multifocal motor neuropathy and the Guillain-Barré syndrome. J. Neurol. 
Neurosurg. Psychiatry 86, 502–504 (2015).

18. Townson, K. et al. Solid phase immunoadsorption for therapeutic and analytical studies on neuropathy-associated anti-GM1 
antibodies. Glycobiology 17, 294–303 (2007).

19. Comín, R., Yuki, N., Lopez, P. H. H. & Nores, G. A. High affinity of anti-GM1 antibodies is associated with disease onset in 
experimental neuropathy. J. Neurosci. Res. 84, 1085–90 (2006).

20. Nachamkin, I. et al. Ganglioside GM1 mimicry in Campylobacter strains from sporadic infections in the United States. J. Infect. Dis. 
179, 1183–9 (1999).

21. Ministry of Health of Argentina. Ethical Guidelines on Research Involving Human Subjects. Guía para Investigaciones con Seres 
Humanos (2011). at < http://test.e-legis-ar.msal.gov.ar/leisref/public/showAct.php?id =  18264&word =  Gu%C3%ADa de las 
Buenas Pr%C3%A1cticas de Investigaci%C3%B3n Cl%C3%ADnica en Seres Humanos>  (Date of access: 02 January 2015).

22. Yu, R. K. & Ledeen, R. W. Gangliosides of human, bovine, and rabbit plasma. J. Lipid Res. 13, 680–6 (1972).
23. Watanabe, K. & Arao, Y. A new solvent system for the separation of neutral glycosphingolipids. J. Lipid Res. 22, 1020–4 (1981).
24. Cumar, F. A., Barra, H. S., Maccioni, H. J. & Caputto, R. Sulfation of Glycosphingolipids and Related Carbohydrates by Brain 

Preparations from Young Rats. J. Biol. Chem. 243, 3807–3816 (1968).
25. Nores, G. A. et al. Synthesis and characterization of lyso-GM3 (II3Neu5Ac Lactosyl sphingosine), de-N-acetyl-GM3 (II3NeuNH2 

lactosyl Cer), and related compounds. Carbohydr. Res. 179, 393–410 (1988).
26. Spiegel, S., Ravid, A. & Wilchek, M. Involvement of gangliosides in lymphocyte stimulation. Proc. Natl. Acad. Sci. USA 76, 5277–81 

(1979).
27. Fronza, G., Kirschner, G., Acquotti, D. & Sonnino, S. Synthesis, structure, and conformation of the dilactone derivative of GD1b 

ganglioside. Carbohydr. Res. 195, 51–58 (1989).
28. Lardone, R. D., Alaniz, M. E., Irazoqui, F. J. & Nores, G. A. Unusual presence of anti-GM1 IgG-antibodies in a healthy individual, 

and their possible involvement in the origin of disease-associated anti-GM1 antibodies. J. Neuroimmunol. 173, 174–179 (2006).
29. Nores, G. A., Mizutamari, R. K. & Kremer, D. M. Chromatographic tank designed to obtain highly reproducible high-performance 

thin-layer chromatograms of gangliosides and neutral glycosphingolipids. J. Chromatogr. A 686, 155–157 (1994).
30. Acquotti, D. et al. Three-dimensional structure of the oligosaccharide chain of GM1 ganglioside revealed by a distance-mapping 

procedure: a rotating and laboratory frame nuclear overhauser enhancement investigation of native glycolipid in dimethyl sulfoxide 
and in water-dodecylphosphocholine solutions. J. Am. Chem. Soc. 112, 7772–7778 (1990).

31. Acquotti, D., Fronza, G., Ragg, E. & Sonnino, S. Three dimensional structure of GD1b and GD1b-monolactone gangliosides in 
dimethylsulphoxide: a nuclear Overhauser effect investigation supported by molecular dynamics calculations. Chem. Phys. Lipids 
59, 107–125 (1991).

Acknowledgements
This work was supported by grants from Ministerio de Ciencia y Tecnología, Córdoba; Consejo Nacional de 
Investigaciones Científicas y Técnicas (CONICET); and Secretaría de Ciencia y Técnica (SeCyT-UNC), Argentina. 
R.D.L. had fellowship assistance from CONICET. G.A.N. and F.J.I. are Career Investigators of CONICET. We are 
thankful to Dr. Peter Jones for critical reading of the manuscript.

Author Contributions
R.D.L., N.Y. and G.A.N. designed the study. R.D.L. and N.Y. acquired the data. R.D.L., N.Y., F.J.I. and G.A.N. 
analyzed and interpreted data. R.D.L. and G.A.N. drafted the manuscript for content. N.Y. and F.J.I. revised the 
manuscript for content.

Additional Information
Competing financial interests: The authors declare no competing financial interests.
How to cite this article: Lardone, R. D. et al. Individual Restriction of Fine Specificity Variability in Anti-GM1 
IgG Antibodies Associated with Guillain-Barré Syndrome. Sci. Rep. 6, 19901; doi: 10.1038/srep19901 (2016).

This work is licensed under a Creative Commons Attribution 4.0 International License. The images 
or other third party material in this article are included in the article’s Creative Commons license, 

unless indicated otherwise in the credit line; if the material is not included under the Creative Commons license, 
users will need to obtain permission from the license holder to reproduce the material. To view a copy of this 
license, visit http://creativecommons.org/licenses/by/4.0/

http://test.e-legis-ar.msal.gov.ar/leisref/public/showAct.php?id = 18264&word = Gu%C3%ADa
http://creativecommons.org/licenses/by/4.0/

	Individual Restriction Of Fine Specificity Variability In Anti-GM1 IgG Antibodies Associated With Guillain-Barré Syndrome
	Introduction
	Results
	GBS patients’ sera display different anti-GM1 IgG antibody populations
	Fine specificity variability of anti-GM1 IgG antibody populations is restricted within each individual GBS patient
	Anti-GM1 specific IgG antibodies vary their structural requirements between different GBS patients

	Discussion
	Methods
	Patients
	Glycolipids
	GM1 derivatives
	TLC-immunostaining
	Soluble antigen-binding inhibition assay

	Additional Information
	Acknowledgements
	References



 
    
       
          application/pdf
          
             
                Individual Restriction Of Fine Specificity Variability In Anti-GM1 IgG Antibodies Associated With Guillain-Barré Syndrome
            
         
          
             
                srep ,  (2015). doi:10.1038/srep19901
            
         
          
             
                Ricardo D. Lardone
                Nobuhiro Yuki
                Fernando J. Irazoqui
                Gustavo A. Nores
            
         
          doi:10.1038/srep19901
          
             
                Nature Publishing Group
            
         
          
             
                © 2015 Nature Publishing Group
            
         
      
       
          
      
       
          © 2015 Macmillan Publishers Limited
          10.1038/srep19901
          2045-2322
          
          Nature Publishing Group
          
             
                permissions@nature.com
            
         
          
             
                http://dx.doi.org/10.1038/srep19901
            
         
      
       
          
          
          
             
                doi:10.1038/srep19901
            
         
          
             
                srep ,  (2015). doi:10.1038/srep19901
            
         
          
          
      
       
       
          True
      
   




