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Abstract

Background: In the serum of healthy people, 1gG4 has the lowest concentration among the different subclasses of 1gG.
Elevation of serum 1gG4 in response to chronic antigenic stimulation and inflammation has been reported. Inflammation,
histopathologic lesions, and systemic organ involvement have been reported in the 1gG4-related disease (IgG4-RD). In
this article, we review 1gG4 unique features and its role in the immunopathogenesis of IgG4RD, a new class of human
disease. In this article, we emphasize on the potential role of 1gG4 for the treatment in tumor immunity.
Materials and Methods: We systematically searched the Pub Med, Google Scholar, Scopus and Science Direct databases
with 1gG4, 1gG4 related disease and 1gG4-RD keywords .Finally, Seventy-four English-language articles reporting 1gG4
and 1gG4 RD were included.
Conclusion: 1gG4-RD is classified as rare diseases and to date, the exact prevalence of it has not been reported. In recent
years the disease features have been described, but a long way is ahead of scientists to understand of 1gG4RD
mechanisms. The role of humoral (antibody) immune response against tumor antigens is the main interest of scientists.
Histological studies in some tumors such as melanoma show the presence of anti-tumor antibodies within inflammatory
tumor lesions. Unique biological property of IgG4, such as the ability to switch Fab arms, results in inhibition of immune
complex formation and ineffective antibody dependent cell killing. 1gG4 as blocking antibody has a protective role in
allergy by inhibiting the release of mast cells granules. Also in malignant melanoma, 1gG4 suppresses antitumor immune
response via inhibition of 1gG1 binding to tumor cells. These findings emphasize that new investigations are necessary
for understanding the importance of 1gG4 in health and diseases.

kKeywords: 1gG4, 1gG4 related disease, 1gG4-RD

*Corresponding author: Davar Amani
Email: amanid@sbmu.ac.ir

I[ Downloaded from pejouhesh.sbmu.ac.ir on 2025-12-10 ]

e Research in Medicine 2018; Vol.41; No.4; 294-307 — =o— —


http://pejouhesh.sbmu.ac.ir/article-1-1747-fa.html

I Downloaded from pejouhesh.sbmu.ac.ir on 2025-12-10]

Y UHE S W oo

0 .. .Y A ;
U/fy;dtduj&«;aw:u"/fr}“;@”UD/:W”(}/"%UF"M

19GAL L yo s (5w 9 1G4 b S5g

" Sl yls g by,

I I gy e Sy pole ol K5yt (S oyl o5

VWRE/FIVE i by oo VRSN i s gy

"
HXWES

b gl 2 19GA oy o S 581 20 |y jltde oS 1QGAL Ilis Ll s 219G cilio sl ollS s s 0 2 25 5 Aol
LT 7 o g 0k (5 Sl Sl alml 5 ] copo 19GA b Lo sl (ploy - a0k G315 e 5 o Sif (1T S, o0
Solow j1 st 09,5 b (NS e8] 5 L NQGA 0,8 4y jamio gl Sy iy < spp0 Mo ol SIS I s iS50 |y il (sl
i dnlys ST 007, ol 0 NQGCA il feilyy o dllio 3] 1> .csl (1gG4-RD) 1gG4-Related Diseases , v < jssisar/ slo

2 st 410GA-RD 519G4 L Lo sl (o)loy 19GA (otlls” 515 oy 02lizol b bo (5550 i 3y i) IS5 i ipmmtypt (s99y 9 30
S5 5y il 40 45" by el o Y L 4o mui3l s SCiENCE Direct 5 Pub Med, Google Scholar, Scopus itellb/ cls o/SL
ks ol 29y iy HIG 4750

slodn )8 b8 Jlo iz 3 ol odii SIS T 585 g Glive japel 4 U 5 298 oo sikly i ol (sl g)lo 2> 1QGA-RD i g puSazedi
b 5T) Jygosn ol s 4 Cungdi sl Glhindild 55y g U oly 1 S)logy ol JolS L b Lol « ] 015 00D iy I (o o)
sz o ygepi Sy Cb clo disai jI 45 Sl bl Csol A5 18 Slos Glia b d g 350 (pp087 sl 1 BT e Gl o (I
055 38y pamio Sl yol LIQGA ] jpopi Lo (sl o3 (] jpdin b ofsan (o] Slyls s otid L o] i 4y Logille
5 5o (ADCC) b 2 o5 dleoly St itS ) o) I5T 3,Shae 5 sitog] puShaS Slms] 13 Cppiomo ol o gt yosed Ul 2ot
LS o o] s o o JisS il Slgo Uy i) )0 395 iSlxe i (BlOCKING @Nntibody) sucs” sptue (ool ol < lpce 4 1gG4
Ol (spp087 sl sl 4 NQGL Jlail i 455l U) yposi s o] Gl oo b ]y 353 cipto J2&5 quudiy Logillo ) (60b (5 (o] ysizeat
il oo gy bo sl [ 19GA suSlas ity 50 gy 5 Coanl b il ] ans o

IgG4-RD AQG4 L Lo slo syloy 1G4 2 otls” 5555
.

ol gl 1) ghamns BXny 95
amanid@sbmu.ac.ir : gy oy

E———  Research in Medicine 2018; Vol.41; N0.4; 294-3()7 e —



http://pejouhesh.sbmu.ac.ir/article-1-1747-fa.html

vas [IgGAL Ly lo ylow 5 IgGA o S35

[ Downloaded from pejouhesh.sbmu.ac.ir on 2025-12-10 ]

Abbreviations:
Ig Immunoglobulin
CDC  Complement Dependent Cytotoxicity
ADCP Antibody-Dependent Cellular
Phagocytosis
ADCC Antibody-Dependent Cellular
Cytotoxicity
CSR Class Switch Recombination
Fab Fragment Antigen Binding
Fc Fragment Crystalizable

FcRn neonatal Fc Receptor
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Treg T- regulatory
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IL Interleukin

VEGF Vascular Endothelial Growth Factor
1gG4-RD  1gG4- Related Disease
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