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• The Epic of Gilgamesh depicts the 
adventures of the historical King 
Gilgamesh of Uruk in Babylonia. It 
dates to about 2700 BC and was 
originally written on 12 clay tablets 
in the cuneiform script of ancient 
Sumeria. 

• Gilgamesh's ancestor Ut-napishtim 
(who with his wife had been the 
only survivor of a great flood similar 
in many ways to the biblical 
account in Genesis) told him of a 
plant that gave eternal life. After 
obtaining the plant, however, 
Gilgamesh left it unguarded and a 
serpent carried it off. 
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The Peopling of 
America 

Current DNA studies support 
two, and possible three 
genetically distinct groups 
that settled the Americas: 

1. the first, occurring up to 
30,000 years ago (the 
Amerinds) comprised the 
groups in South and 
central America and 
Eastem North America 

2. The second, occurring 
later, comprised the 
Pacific Northwest and 
Southwest tribes (Pima, 
Navajo )·the NaDenes. 

3. A third group comprised 
the Eskimos 
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x Toll receptors 

x NOD proteins 

x Complementsystem 

x Phagocytosis 

x Cytoplasmic viral 
receptors 

x Antimicrobial peptides 

x Apoptosis 
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Innate Adaptive 

Action time Early (hours) late (days) 

Cell types Macrophages, dendritic B, T lymphocytes 
cells, neutrophils 

Receptors Fixed in genome (I.e. toll Gene rearrangement necessary 
receptors) (i.e. B cell receptor, T cell 

receptor) 

Recognition Conserved molecular Wide variety of molecular 

Evolution 

pattem (i.e.LPS) structures (i.e. proteins, 
peptides-over 1 x 1018) 

Evolutionarily conserved Only vertebrates 
(plants, animals) 
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Group HLA-haplotype Advantage Disadvantage 

caucasians 8*08, C4A*QO, ?protection autoimmunity 
(Celts) DRB1*0301, against infection 

DQ81*0:Z01 

Caucasians 8*07, DR81*1501, ?protection SLE, Multiple 
(Gen11anics) DQ81*060:Z against infection sclerosis, 

narcolepsy 
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caucasians 8*2705, DR81*0101, Protection against Anky1osing 
DQ81*0501 viral infections spondylitis 

(HIV, infiuenza) 
.:i§iI~: . .-
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Africans 8*53, DR81 *1304 Protection against 
severe malaria 

East Asians DR81*0405, ?protection autoimmunity 
DQ81*0401 against infection 
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Subspeclalty Disease MHC Association 

Rheumatology Rheumatoid Arthritis DRBJ*04, ¥OJ, *1001 

Systemic lupus erythematosus DR81*0301, *1501, 
C4A*QO 

Scleroderma DR81*11, DR81*1502 

Ankylosing spondylltis 8*:27 

Pulmonary Narcolepsy DQ81*060:Z 

Endocrinology Type I Diabetes Meflitus DQ81 *0201, DQ81*0302 

Autoimmune thyroid Disease DRl/1 *0301, DQ81 *0201 

Gastroenterology Cellac Disease DQB1 *02, DQ81 *0302 

Neurology Multiple Sclerosis Df/81*1501, DQ81*0602 

Myasthenia Gravis 8*08, DR81*0301 

Dem,atology Dermatitis herpetiformls DR81 *0301, DQ81 *0201 
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DR4 subtype Linked DQB1 Associated 
allele with RA? 

Northern European *0401, *0404 *0301, *0302 Yes 
Caucasians 

Eastern European *0402 *0302 No 
Caucasians 
Spanish, Basques *0405 *0302 Yes 

North Africans *0404 •0202 Yes 

East Asians *0405 *0401 Yes 

East Asians *0406 *0302 No 

Native Americans *0407, *0411 *0302 No 
(Hispanics) 
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Autoantibody Hispanic (n=205) 

Texas Puerto Rico African- Caucasian 

N=110 N=95 American (n=163) P Value 
(n=208) 

ANA 100 95 99 99 0.020 

Anti-dsDNA 71 51 60 38 <0.0001 
nephritis 

Anti-Sm 8 13 25 9 <0.0001 

Anti-RNP 32 25 50 30 <0.0001 
Raynaud's, 
myositis 

aPL- 19 2 17 18 0.0014 
thrombosis 
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+ R62QW polymorphism-not seen in Asians and Afr. 
Americans 

x FCRL3 
x CR2 
x B lymphoid tyrosine kinase (BLK) and C8orf13 

• Hom et al. N Engl J Med. 2008 Feb 28;358(9):900-9. 

x BANK1 
x STAT4 
" IRF5-seen in all ethnic groups 
x CD11b-
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" CriteriQ□ (!'l=lQ9l (N=33~l (N=46Zl Vs!l~g 
x Malar rash 64% 45% 67% <0.0001 

x Discoid rash 6% 33% 12% <0.0001 

x Photosensitivity 59% 46% 72% <0.0001 

x Renal involvement 59% 54% 23% <0.0001 

x Serositis 64% 60% 42% <0.0001 

x Cytopenias 85% 82% 62% <0.0001 

x Immunologic 83% 79% 65% 0.0003 
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+ HLA-DRB1 *0301 in Caucasians 

+ HLA-DRB1 *1501/*1503 implicated in Africans, 
Chinese, Japanese and some Caucasian cohorts 

+ HLA-DRB1 *08 in Hispanics, secondary association 
in Caucacasians 

x HLA-DQA1, DQB1 

+ Associated primarily with autoantibody subsets of 
SLE 

x C4 null alleles (C4A *QO, C4BQ*0) 

x Susceptibility 

x Profiling severity and outcome 

x Identification of new targets for drug discovery 

x Pharmacogenomic profiling to predict response 
to therapy 
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