


!"#"$ %&#'( ") *++,-"#"./

!"#$%&'($)*"# +'#,"-."#/ 0121
3#45"--4# 45 0"$)6)7"
89:#)."; <7)="#-).> ?4-@).:A
?',B4A$. <7)="#-).> 45 +"#A)7
+"#A)7/ !"#,:7>

C7.47)4 3"DD'..4/ 0121
3#45"--4# 45 ?",:.4A4*> :7$ E764A4*>
89:#)."; <7)="#-).> ?4-@).:A
?',B4A$. <7)="#-).> 45 +"#A)7
+"#A)7/ !"#,:7>

F).9 647.#)B'.)47- B>
G),4 <A#)69- :7$ CA"H:7$#: C)69"#

IJI 64A4# @A:."- B> K'(#*"7 F)#.9
IJ .:BA"-

G9)","
L.'..*:#. M N"O P4#Q

Burmester, Color Atlas of Immunology © 2003 Thieme
All rights reserved. Usage subject to terms and conditions of license.



!"#$%$& '( )'*+$,-- )%.%/'+"*+0"*012#/"3%."'* 4%.%
"- %5%"/%#/, ($'6 .7, 82#/"-7,$

!"#$%&'($"%)*
9"6' :/$"37-; <=4=
<%>01/%*3?0@*-.".2.,
('$ @*(,3."'* A"'/'+&
%*B @*-.".2., '( @*(,3."'* <,B"3"*,
C$,, :*"5,$-".& '( A,$/"*
A,$/"*; D,$6%*&

E/,>%*B$% E"37,$; <=4=
<'/,32/%$ )%$B"'/'+&
4,8%$.6,*. '( @*.,$*%/ <,B"3"*, @F
:*"5,$-".& '( C$%*?(2$.
C$%*?(2$.; D,$6%*&

G2H $+,* I"$.7
1$'(,--'$ '( F"-2%/ )'662*"3%."'*
:*"5,$-".& '( E88/",B J3",*3,-
4%$6-.%B.; D,$6%*&

97"- #''? "- %* %2.7'$"K,B %*B 28B%.,B .$%*-/%."'*
'( .7, D,$6%* ,B"."'* 82#/"-7,B %*B 3'8&$"+7.,B
LMMN #& D,'$+ 97",6, F,$/%+; J.2..+%$.; D,$6%*&=
9"./, '( .7, D,$6%* ,B"."'*O
9%-37,*%./%- B,$ @662*'/'+",=
D$2*B/%+,*; !%#'$; P/"*"?
9$%*-/%.,B #&
J2K&'* QRS,%/ I%*B$,&; A,$/"*; D,$6%*&

! TUUV D,'$+ 97",6, F,$/%+;
W2HB"+,$-.$%--, LX; 40YUXZM J.2..+%$.; D,$6%*&
7..8O[[\\\=.7",6,=B,

97",6, S,\ ]'$?; VVV J,5,*.7 E5,*2,;
S,\ ]'$?; S] LUUUL; :=J=E=
7..8O[[\\\=.7",6,=3'6

)'5,$ B,-"+*O )&3/2-; J.2..+%$.
9&8,-,.."*+ #& <"..,$\,+,$ ^ 1%$.*,$
P'662*"?%."'*-+,-,//-37%(. 6#_; 1/%*?-.%B.

1$"*.,B "* D,$6%*& #& D$%66/"37; 1/",K7%2-,*
@JAS V0LV0LTZYXL0U `D9Fa
@JAS U0NZbYY0MZX0V `9S]a L T V X b

+,-"%$.#$ /"$0O <,B"3"*, "- %* ,5,$037%*+"*+ -3"0
,*3, 2*B,$+'"*+ 3'*."*2%/ B,5,/'86,*.= W,-,%$37
%*B 3/"*"3%/ ,>8,$",*3, %$, 3'*."*2%//& ,>8%*B"*+
'2$ ?*'\/,B+,; "* 8%$."32/%$ '2$ ?*'\/,B+, '( 8$'0
8,$ .$,%.6,*. %*B B$2+ .7,$%8&= @*-'(%$ %- .7"-
#''? 6,*."'*- %*& B'-%+, '$ %88/"3%."'*; $,%B,$-
6%& $,-. %--2$,B .7%. .7, %2.7'$-; ,B".'$-; %*B82#0
/"-7,$- 7%5, 6%B, ,5,$& ,(('$. .' ,*-2$, .7%. -237
$,(,$,*3,- %$, "* %33'$B%*3, \".7 $10 )$.$0 "2
3#"450670 .$ $10 $&,0 "2 -%"6(8$&"# "2 $10
'""39

S,5,$.7,/,--; .7"- B',- *'. "*5'/5,; "68/&; '$
,>8$,-- %*& +2%$%*.,, '$ $,-8'*-"#"/".& '* .7,
8%$. '( .7, 82#/"-7,$- "* $,-8,3. .' %*& B'-%+,
"*-.$23."'*- %*B ('$6- '( %88/"3%."'* -.%.,B "*
.7, #''?= :;0%< ()0% &) %0=(0)$06 $" 0>.,&#0
8.%02(55< .7,6%*2(%3.2$,$R- /,%(/,.- %33'68%*&"*+
,%37 B$2+ %*B .' 37,3?; "( *,3,--%$& "* 3'*-2/.%."'*
\".7 % 87&-"3"%* '$ -8,3"%/"-.; \7,.7,$ .7, B'-%+,
-37,B2/,- 6,*."'*,B .7,$,"* '$ .7, 3'*.$%"*B"3%0
."'*- -.%.,B #& .7, 6%*2(%3.2$,$- B"((,$ ($'6 .7,
-.%.,6,*.- 6%B, "* .7, 8$,-,*. #''?= J237 ,>%60
"*%."'* "- 8%$."32/%$/& "68'$.%*. \".7 B$2+- .7%.
%$, ,".7,$ $%$,/& 2-,B '$ 7%5, #,,* *,\/& $,/,%-,B
'* .7, 6%$?,.= c5,$& B'-%+, -37,B2/, '$ ,5,$&
('$6 '( %88/"3%."'* 2-,B "- ,*."$,/& %. .7, 2-,$R-
'\* $"-? %*B $,-8'*-"#"/".&= 97, %2.7'$- %*B 82#0
/"-7,$- $,d2,-. ,5,$& 2-,$ .' $,8'$. .' .7, 82#/"-70
,$- %*& B"-3$,8%*3",- '$ "*%332$%3",- *'."3,B=

J'6, '( .7, 8$'B23. *%6,-; 8%.,*.-; %*B $,+"-0
.,$,B B,-"+*- $,(,$$,B .' "* .7"- #''? %$, "* (%3. $,0
+"-.,$,B .$%B,6%$?- '$ 8$'8$",.%$& *%6,- ,5,*
.7'2+7 -8,3"("3 $,(,$,*3, .' .7"- (%3. "- *'. %/\%&-
6%B, "* .7, .,>.= 97,$,('$,; .7, %88,%$%*3, '( %
*%6, \".7'2. B,-"+*%."'* %- 8$'8$",.%$& "- *'. .'
#, 3'*-.$2,B %- % $,8$,-,*.%."'* #& .7, 82#/"-7,$
.7%. ". "- "* .7, 82#/"3 B'6%"*=

97"- #''?; "*3/2B"*+ %// 8%$.- .7,$,'(; "- /,+%//&
8$'.,3.,B #& 3'8&$"+7.= E*& 2-,; ,>8/'".%."'*; '$
3'66,$3"%/"K%."'* '2.-"B, .7, *%$$'\ /"6".- -,.
#& 3'8&$"+7. /,+"-/%."'*; \".7'2. .7, 82#/"-7,$R-
3'*-,*.; "- "//,+%/ %*B /"%#/, .' 8$'-,32."'*= 97"-
%88/",- "* 8%$."32/%$ .' 87'.'-.%. $,8$'B23."'*;
3'8&"*+; 6"6,'+$%87"*+ '$ B28/"3%."'* '( %*&
?"*B; .$%*-/%."*+; 8$,8%$%."'* '( 6"3$'("/6-; %*B
,/,3.$'*"3 B%.% 8$'3,--"*+ %*B -.'$%+,=
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?0%6@A(B6&70% C(%,0)$0% \%- #'$* "* _%*'5,$;
D,$6%*& "* LMbV= _, -.2B",B 6,B"3"*, %. .7, :*"0
5,$-".& '( _%*'5,$ <,B"3%/ J37''/ ($'6 LMYT .'
LMYN %*B B"B 7"- B'3.'$%/ $,-,%$37 2*B,$ .7, %,+"-
'( 1$'(,--'$ G'%37"6 W= P%/B,* "* _%*'5,$= _"- %30
."5, "*.,$,-. "* 3/"*"3%/ "662*'/'+& %*B $7,26%.'/0
'+& #,+%* B2$"*+ 6,B"3%/ -37''/ %*B "*.,*-"(",B
%(.,$ 7"- -.2B",- %- % 1'-.B'3.'$%/ C,//'\ "* .7, /%0
#'$%.'$",- '( 1$'(,--'$- _,*$& P2*?,/ %*B W'#,$.
I"*37,-.,$ %. .7, W'3?,(,//,$ :*"5,$-".& "* S,\
]'$? '* % -37'/%$-7"8 ($'6 .7, 4,2.-37, C'$0
-372*+-+,6,"*-37%(.= 4$= A2$6,-.,$ -2#-,d2,*./&
.''? 28 % .,%37"*+ 8'-"."'* %. .7, :*"5,$-".& '( c$0
/%*+,*<,B"3%/ J37''/= _, 3'68/,.,B 7"- %BB"."'*%/
$,-,%$37 $,d2"$,6,*.- ('$ % !"#$%$&"&$'( `D,$6%*
d2%/"("3%."'* ('$ 8$'(,--'$-7"8a "* LMNM %*B \%-
%88'"*.,B E--'3"%., 1$'(,--'$ "* LMMU= _, /%.,$ %30
3,8.,B % 37%"$ %. .7, 4,8%$.6,*. '( W7,26%.'/'+&
%*B )/"*"3%/ @662*'/'+&; )7%$".,e _'-8".%/; _260
#'/B. :*"5,$-".& "* A,$/"*= 1$'(,--'$ A2$6,-.,$ "-
,*+%+,B "* 3/"*"3%/ %*B ,>8,$"6,*.%/ $7,26%.'/'+&
%*B 3/"*"3%/ "662*'/'+&= Q.7,$ "*.,$,-.- "*3/2B,
6,B"3%/ B"B%3."3- '* #'.7 .7, 2*B,$+$%B2%., %*B
8'-.+$%B2%., /,5,/-= 1$'(,--'$ A2$6,-.,$ 7%- %
\"(, %*B .\' 37"/B$,*=

97"- 8'3?,. %./%- \%- 6%B, \".7 -2#-.%*."%/ 7,/8
($'6D&,"E5%&81);<4%. .7,4,8%$.6,*.'(<"3$'0
#"'/'+&; C$,, :*"5,$-".& '( A,$/"*; %*B /,3.2$,$ %. .7,
4,8%$.6,*. '( W7,26%.'/'+&; )7%$".,e _'-8".%/= 4$=
:/$"37- -.2B",B "* <%$#2$+ %*B B"B 7"- B'3.'$%/ $,0
-,%$37 "* "662*'/'+&= _, "- 32$$,*./& ,*+%+,B
"* -.2B",- '( "662*'/'+"3%/ "*(,3.'/'+& "* .2#,$0
32/'-"- %*B 5%33"*, B,5,/'86,*.=

F#$"#&" G0HH($$"\%- #'$* "* <"$%*' *,%$ F,*"3,
"* LMbV= _, -.2B",B 6,B"3"*, %. .7, :*"5,$-".& '(
1%B2% ($'6 LMYT .' LMYN %*B B"B 7"- B'3.'$%/ $,0
-,%$37 "* .26'$ "662*'/'+& %*B\%- -2#-,d2,*./&
/"3,*-,B %- % -8,3"%/"-. ('$ 3/"*"3%/ 7,6%.'/'+& %*B
/%#'$%.'$& 7,6%.'/'+&= @* LMNV 7, .$%*-(,$$,B .'
.7, :*"5,$-".& '( _,"B,/#,$+R- <,B"3%/ )/"*"3 %*B
1'/"3/"*"3; \7,$, 7, \%- "*(/2,*3,B ('$ LU &,%$-
#& .7, ,>3,8."'*%/ 8$'(,--"'*%/ 3'68,.,*3, %*B
8,$-'*%/".& '( 1$'(,--'$ I,$*,$ _2*-.,"*= 4$= 1,K0
K2..' B"B 7"-!"#$%$&"&$'( "* 7,6%.'/'+& %*B 3/"*"3%/
"662*'/'+&= _, 7%- -,$5,B %- % 8$'(,--'$ %. .7,
4,8%$.6,*. '( _,6%.'/'+&; Q*3'/'+&; %*B 926'$
@662*'/'+&; )7%$".,e _'-8".%/; _26#'/B. :*"5,$0
-".& "* A,$/"* -"*3, LMMX= _, 7,%B- .7, I'$? D$'28
f<'/,32/%$ @662*'.7,$%8&g %. .7, <%>04,/#$2H3?0
),*.,$ ('$ <'/,32/%$ <,B"3"*, "* .7, A,$/"* B"-.$"3.
'( A237= _"- \'$? 6%"*/& ('32-,- '* .26'$ "6620
*'/'+&= 1$'(,--'$ 1,KK2..'R- \"(, "- % -3",*."-. ($'6
D$,%. A$".%"*h .7,& 7%5, .\' 37"/B$,*=

)*+,-./0,$1*+ 2/+3*4&*+ 5(&'($' 6*77/&&' 8/0+1*( 9$+&:
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F50>.#6%. F&810% \%- ,--,*."%/ "* 3'68"/"*+ .7,
"//2-.$%."'*- %*B .,>.-= J7, '#.%"*,B 7,$ <=4= %.
.7, :*"5,$-".& '( :/6 "* LMMb %*B $,3,"5,B 8'-.0
B'3.'$%/ .$%"*"*+ %. .7, <%>04,/#$2H3?0),*.,$[
W'#,$.0W'H--/,0)/"*"3; A,$/"* 2*."/ LMMY= E(.,$ T &,%$-
%- 8'-.0B'3.'$%/ (,//'\ "* "662*'/'+& %*B 6"3$'0
#"'/'+& %. .7, :*"5,$-".& '( I%-7"*+.'* "* J,%../,;
:JE; -7, *'\\'$?- "* 6'/,32/%$ 3%$B"'/'+& %. .7,
:*"5,$-".& '( C$%*?(2$.; D,$6%*&; ('32-"*+ '*
B,*B$"."3 3,//- %*B 6%3$'87%+,- "* %.7,$'-3/,$'-"-
%-\,// %- '* 7,6%.'8'",."3 -.,6 3,//- "* *,'5%-320
/%$"K%."'*=
I(B%70# J&%$1 #,+%* 7"- -.2B",- "* +$%87"3 B,-"+*
%. .7, Q((,*#%37 J37''/ '( I'$?"*+ E$.-= _, /%.,$
.$%*-(,$$,B .' .7, :*"5,$-".& '( D$%87"3 E$.- "*
A,$/"*; \7,$, 7, 6%i'$,B "* ($,, +$%87"3- %*B
"//2-.$%."'*= _, /%.,$ 3'68/,.,B 7"- 2*B,$+$%B2%.,

B,+$,, %. .7, Q((,*#%37 )'//,+, '( 4,-"+*= G2H $+,*
I"$.7 B,5,/'8,B "**'5%."5, ,>7"#"."'* 3'*3,8.-
%- % 6,6#,$ '( .7, ,>7"#"."'* B,-"+* .,%6 B2$"*+
.7, $,*'5%."'* '( .7, J,*3?,*#,$+ <2-,26 "*
C$%*?(2$.[<%"*= A& .7%. ."6,; 7, \%- %/-' \'$?"*+
%- % ($,,/%*3, +$%87"3 B,-"+*,$ ('$ -,5,$%/ 82#/"-70
"*+ 3'68%*",-; B,-"+*"*+ .7, "//2-.$%."'*- ('$ %
*26#,$ '( -37''/ .,>.#''?-; *'*("3."'* #''?-;
%*B -3",*."("3 82#/"3%."'*-= G2H$+,* I"$.7 7%- $,0
3,"5,B -,5,$%/ %\%$B- ('$ '2.-.%*B"*+ #''? +$%0
87"3- %*B B,-"+*= @* LMYN; 7, \%- %88'"*.,B 8$'0
(,--'$ %. .7, J37''/ '( 4,-"+* "* J37\%H#"-37
D62H*B= 1$'(,--'$ I"$.7 7%- .%2+7. ('2*B%."'*
-.2B",-; B,-"+*; %*B 5"-2%/"K%."'* %. .7, C%32/.& '(
4,-"+* %. .7, :*"5,$-".& '( E88/",B J3",*3,- "*
4%$6-.%B. -"*3, LMNZ=
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3$2)'42

@662*'/'+& "- % B&*%6"3 B"-3"8/"*, \".7 $%8"B $,0
-,%$37 B,5,/'86,*.- 2*8%$%//,/,B #& .7'-, '( %*&
'.7,$ (",/B ,>3,8.; 8,$7%8-; .7, *,2$'-3",*3,-=
97"- $,-,%$37 7%- 8$'5"B,B 5%/2%#/, *,\ B%.% ('$
6,B"3"*, %*B #"'/'+&= @662*'/'+&; "*3/2B"*+ ".-
(2*B%6,*.%/ 8$"*3"8/,- %*B 3/"*"3%/ %88/"3%."'*-;
"- % 5,$& ,>3"."*+ (",/B "* \7"37 .' -8,3"%/"K,=

S'\%B%&-;\, -."// /"5, .' % $"8, '/B %+, B,-8"., 7'-0
."/, %..%3?- #&6&$"%B- '( 8%.7'+,*"3 '$+%*"-6-= @60
62*'/'+"3%/ 6,37%*"-6- 7%5, #,3'6, 7"+7/& -,*0
-"."5, %*B -8,3"("3 "* .7, 8$'3,--= 97"- 3'/'$ %./%-
+$%87"3%//& B,8"3.- .7,-, 6,37%*"-6-= @.- 6%"*
+'%/ "- .' ,>8/%"* .7, B"5,$-, "*.,$%3."'*- #,.\,,*
.7, (2*B%6,*.%/ 8$"*3"8/,- %*B .7, /%#'$%.'$& %*B
3/"*"3%/ %88/"3%."'*- '( "662*'/'+& -' %- .' 3$,%., %
5"5"B 6,*.%/ 8"3.2$,= 97, #''?R- 6%"* .%$+,. +$'28
"*3/2B,- 6,B"3%/ -.2B,*.-; #"'/'+& -.2B,*.-; %*B
-.2B,*.- "* '.7,$ #$%*37,- '( .7, #"'-3",*3,-= _'\0
,5,$; ". %/-' .%$+,.- 87&-"3"%*- %*B #"'/'+"-.- \7'
%$, %3."5, "* .7,"$ $,-8,3."5, (",/B-=

A& B,("*"."'*; %* %./%- 62-. ('32- '* .7, +$%87"3
8$,-,*.%."'* '( -2#i,3. 6%..,$; .7, ,>8/%*%."'* '(
\7"37 "- /"6".,B .' #$",( .,>. -,+6,*.-= c-8,3"%//&
"* "662*'/'+&; % +$%87"3 8$,-,*.%."'* '( .7, -2#0
i,3. 6%..,$ 62-. B,8"3. 3,$.%"* 8$'3,--,- %*B .7,"$
8$'+$,--"'* .7$'2+7 ."6, %*B B"((,$,*. 87%-,- %-
\,// %- .7, "*.,$%3."'*- #,.\,,* % *26#,$ '( B"((,$0
,*. -2#-.%*3,- %*B ,/,6,*.-= @* '$B,$ .' 8$,-,*. %*
2*6"-.%?%#/, 8"3.2$, '( .7,-, f8$'.%+'*"-.-;g .7,
+$%87"3 B,-"+*,$- 62-. 3$,%., %$37,.&8%/ 6'B,/-
%*B -?"//(2//& 2-, 3'/'$- .' ,*-2$, % 3/,%$ 2*B,$0
-.%*B"*+'( .7, -2#i,3.6%..,$=I,7%5,6%"*/& 3'*0
3,*.$%.,B '* 7%$6'*"K%."'* '( .7, 3'/'$ 8/%.,- ('$
B"((,$,*. .'8"3-= 97, +'%/ \%- .' ,*-2$, .7%. .7, 5"0
-2%/ ,/,6,*.- \,$, *'. '5,$/'%B,B \".7 "*.,$*%/
-.$23.2$,- %*B .' 7%5, .7, "*B"5"B2%/ 8",3,- 3'60
#"*, .' ('$6 % 6'-%"3 \7'/,= 97"- \%- -'6,."6,-
%37",5,B %. .7, ,>8,*-, '( %,-.7,."3-; %*B .7,$, "-
"*,5".%#/& % 3,$.%"* /'-- '( %*%.'6"3%/ B,.%"/=

42, .' -8%3, /"6".%."'*- %*B .7, ,687%-"- '* 720
6%* 6,B"3"*,; .7, #''? 6%"*/& ('32-,- '* 726%*
"662*'/'+&h -8%3, B',- *'. 8,$6". 2- .' 8$,-,*.
%// %$,%- '( .7, "66,*-, (",/B '( "662*'/'+& "*
.7,"$ ,*."$,.&= E *26#,$ '( ,>3,//,*. .,>.#''?- '(
"662*'/'+& %$, %/$,%B& '* .7, 6%$?,.= J'6, '(
'2$ 3'//,%+2,- 6%& 8$,(,$ % 6'$, 3'68$,7,*-"5,
8$,-,*.%."'* '( .7, -2#i,3.6%..,$=I,62-. %/-' $,0
6,6#,$ .7, ,*'$6'2- B,5,/'86,*.- "* "662*'0
/'+"3%/ $,-,%$37; .7, 3'*-.%*. B"-3'5,$& '( *,\ "*0
('$6%."'* %*B 8$'3,--,- .7%. %$, -."// 2*3/,%$ .'B%&;
#2. \"// -''* #, \,// 2*B,$-.''B= E 3'*-.%*. ,>0
37%*+, '( 8%$%B"+6- "- .%?"*+ 8/%3,; ,-8,3"%//& '*
.7, -2#i,3. '( .'/,$%*3, %*B %2.'"662*".&= 97, 32$0
$,*. ,B"."'* 3%**'. 8$'5"B, (2// 3'5,$%+, '( .7"- *,\
"*('$6%."'*= I, *%.2$%//& 7'8, .7%. .7,$, \"// #,
6%*& (2.2$, ,B"."'*- .7%. \"// %//'\ 2- .' $,5"-,
.7, 3'*.,*.- '( .7, #''? .' ?,,8 %#$,%-. '( .7, /%.,-.
%B5%*3,-=I,\'2/B +$,%./& %88$,3"%., %*& -2++,-0
."'*-; %BB"."'*-; %*B 3'$$,3."'*- 8$'8'-,B #& .7,
$,%B,$- '( .7"- 3'/'$ %./%-=

J8$"*+ TUUV )*+,-./0,$1*+ 2/+3*4&*+; A,$/"*
5(&'($' 6*77/&&'; A,$/"*
8/0+1*( 9$+&:; 4%$6-.%B.
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*-&$"5,4&6"-

97"- #''? .%$+,.- -.2B,*.- '( 6,B"3"*, %*B #"'0
-3",*3,- %- \,// %- 87&-"3"%*- %*B #"'-3",*."-.-=
E- \%- 6,*."'*,B "* .7, 8$,(%3,; .7, #''? 6%"*/&
('32-,- '* 726%* "662*'/'+&= 97"- "*('$6%."'*
\"// #, 3'*5,&,B "* LVL 3'/'$ 8/%.,- %33'68%*",B
#& ,>8/%*%.'$& .,>.- '* .7, (%3"*+ 8%+,-=

97, %./%- "- #$'?,* B'\* "*.' .7$,,6%"* -,+6,*.-=
97, (2*B%6,*.%/ 8$"*3"8/,- '( 726%* "662*'/'+&
%$, 8$,-,*.,B "* .7, '8,*"*+ -,+6,*.; .7, ,--,*."%/
/%#'$%.'$& .,-.- 2-,B "* "662*'/'+& %$, B,-3$"#,B
"* .7, -,3'*B -,3."'*; %*B .7, 3/"*"3%/ %-8,3.- '( "60
62*'/'+"3%/ B"-,%-,- %$, 8$,-,*.,B "* .7, ("*%/ -,30
."'*= 97, %88,*B"> 3'*.%"*- % +/'--%$& '( "68'$.%*.
"662*'/'+"3%/ .,$6- %*B .%#/,- "*3/2B"*+ )4 *'0
6,*3/%.2$, ('$ "662*'/'+"3%//& $,/,5%*. 6'/,0
32/,-; 3$".,$"% ('$ 3/%--"("3%."'* '( $7,26%."3 B"-0
,%-,-; %* '5,$5",\ '( .7, 6'-. "68'$.%*.
3&.'?"*,- %*B +$'\.7 (%3.'$-; %*B "68'$.%*. $,(,$0
,*3, 5%/2,- ('$ "662*'/'+&= A,-"B,- 8$'5"B"*+ %*
"*.$'B23."'* .' %// $,/,5%*. %-8,3.- '( 6'B,$* "60
62*'/'+&; .7"- 3'/'$ %./%- %/-' -,$5,- %- %* "68'$0
.%*. -'2$3, '( $,(,$,*3, ('$ "68'$.%*. d2,-."'*- "*
3/"*"3%/ 6,B"3"*, %*B /%#'$%.'$& 8$%3."3,=

97, 2(#6.,0#$.5 -%&#8&-50) -,3."'* #,+"*- \".7
.7, '$+%*- '( .7, "662*, -&-.,6; ('//'\,B#&%B,0
-3$"8."'* '( .7, $,/,5%*. 3,//- '( .7, "662*, -&-.,6
%*B .7,6,37%*"-6-#&\7"37 9%*BA /&687'3&.,-
%3d2"$, 7"+7 /,5,/- '( -8,3"("3".&= J2$(%3, 6'/,32/,-
%$, B,-3$"#,B "* B,.%"/ "* B,(,$,*3, .' .7, ,*'$0
6'2- ,687%-"- 8/%3,B '* .7,6 "* 6'-. "662*'0
/'+"3%/ 82#/"3%."'*-= E B,-3$"8."'* '( %33,--'$& 3,//-
%*B *%.2$%/ ?"//,$ 3,//- ('//'\-= S,>.; .7, 726%*
/&687'3&., %*."+,* -&-.,6 "- %*%/&K,B; ('//'\,B
#& .7, 8$"*3"8/,- '( %*."+,* 8$'3,--"*+ %*B 7&8,$0
-,*-"."5".& $,%3."'*-= E2.'"662*".& %*B .'/,$%*3,
%$, B,-3$"#,B "* .7, /%-. 8%$. '( .7, -,3."'*=

97, 5.'"%.$"%< .--5&8.$&"#) -,3."'* B,-3$"#,-
.7, 6'-. "68'$.%*. .,-. -&-.,6- "* "662*'/'+&=
f)'*5,*."'*%/g 6,.7'B- -237 %- 8$,3"8".%."'*;
%++/2."*%."'*; %*B 3'68/,6,*.0#"*B"*+ $,%3."'*-
%$, 8$,-,*.,B %/'*+ \".7 *,\,$ 6,.7'B- -237
%- "662*'#/'.."*+; 6'/,32/%$ #"'/'+& .,-.-; %*B
% *26#,$ '( .,-. -&-.,6- ('$ .7, B,.,3."'* '(
,>8$,--,B +,*,-=

97, 85&#&8.5 &,,(#"5"7< -,3."'* B,-3$"#,- "6620
*'B,("3",*3",- %*B .7, ,--,*."%/ "662*'/'+"3%/
(,%.2$,- '( % *26#,$ '( "662*, B"-,%-,-= 97,
6%"* ('32- "- '* $7,26%.'/'+& %*B 7,6%.'/'+&=

:*"('$6 -&6#'/- %$, 2-,B .' $,8$,-,*. .7, 5%$"'2-
3,// -&-.,6- %-\,// %- .7,"$ $,3,8.'$- %*B 8$'B23.-=
97, -&6#'/- %$, ,>8/%"*,B '* .7, "*-"B, ($'*. %*B
"*-"B, #%3? 3'5,$-=
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#$%&'()%*'+ ,-.%/.0+)1

D10 +,,(#0 K<)$0, ============================================================ L

L%&7&# "2 !055) "2 $10 +,,(#0 K<)$0,
Q5,$5",\ ======================================================================================= T

L%7.#) "2 $10 M<,-1.$&8 K<)$0,
Q5,$5",\ ======================================================================================= X

97&62- =========================================================================================== Z
1,$"87,$%/ Q$+%*- ==================================================================== N

D@M<,-1"8<$0 N0;05"-,0#$
.#6 N&220%0#$&.$&"#
9 ),// 4,5,/'86,*. ============================================================== LU
90),// J,/,3."'* ======================================================================== LT

90),// W,3,8.'$- ======================================================================= LX
90),// E*."+,*- ========================================================================= LZ
90),// E3."5%."'* ====================================================================== LN
9_L %*B 9_T ),//- =================================================================== TU

C@M<,-1"8<$0 N0;05"-,0#$
.#6 N&220%0#$&.$&"#
A0),// Q*.'+,*,-"- ================================================================ TT
D,$6"*%/ ),*.,$ W,%3."'* ================================================ TX
@662*'+/'#2/"*- =================================================================== TZ
@662*'+/'#2/"* )/%--,- =================================================== TN
@662*'+/'#2/"* D,*, Q$+%*"K%."'* ========================= VU
@662*'+/'#2/"* D,*, 1$'B23. c>8$,--"'* ========== VT

@68'$.%*. A0),// E*."+,*- ================================================ VX

!055O!055 +#$0%.8$&"#)
@*.,$%3."'*- #,.\,,* 9 ),//-
%*B E*."+,*08$,-,*."*+ ),//- ========================================= VZ

/"#)-08&2&8 N020#)0 !055)
S%.2$%/ P"//,$ ),//- ================================================================ VN

P"#"8<$0) .#6 N0#6%&$&8 !055)
97, 17%+'3&., J&-.,6 ======================================================== XU
<'*'3&., C2*3."'* %*B E*."+,*- =============================== XT
4,*B$"."3 ),// 1'82/%."'*- ================================================ XX
4) <%.2$%."'*O )7%*+,- "* 17,*'.&8,
%*B C23."'* ================================================================================ XZ

QMF K<)$0, RPQ! K<)$0,S
D,*'6"3 Q$+%*"K%."'* '( .7, _!E )'68/,> ======== XN
_!E <'/,32/, J.$23.2$, %*B )/%-- @ E//,/,- ========== bU
_!E <'/,32/,-O )/%-- @@ E//,/,- `@@a ============================= bT
<_) )/%-- @@0B,8,*B,*. E*."+,* 1$,-,*.%."'* == bX
<_) )/%-- @0B,8,*B,*. E*."+,* 1$,-,*.%."'* === bZ

D10 !",-50,0#$ K<)$0,
E3."5%."'* %*B c((,3.'$- ===================================================== bN
W,+2/%."'* %*B c((,3.- ======================================================== ZU

+##.$0 +,,(#&$<
1%.7'+,*0%--'3"%.,B <'/,32/%$ 1%..,$*- ================ ZT

M0(3"8<$0 P&7%.$&"#
!,2?'3&., EB7,-"'* %*B <"+$%."'* =========================== ZX

G.$1"5"7&8.5 +,,(#0 P081.#&),)
.#6 D"50%.#80
_&8,$-,*-"."5".& W,%3."'*- =============================================== ZZ
@*B23."'* %*B 1$,-,$5%."'* '( 9'/,$%*3, ================ ZN
<,37%*"-6- '( E2.'"662*".& `@a =============================== YU
<,37%*"-6- '( E2.'"662*".& `@@a ============================= YT

F-"-$")&)
E8'8.'-"- ===================================================================================== YX

2'34-'*4-5 600+./'*.4%1

F#$&70#OF#$&'"6< +#$0%.8$&"#)
4,("*"."'*- %*B 1$,3"8".%."'* 9,37*"d2,- ============== YZ
9,37*"d2,- '( c/,3.$'87'$,-"- ====================================== YN
E++/2."*%."'* 9,37*"d2,-[)'68/,6,*.0
#"*B"*+ W,%3."'* ==================================================================== NU

c!@JE; W@E; %*B @662*'#/'.."*+ ================================ NT
@662*'(/2'$,-3,*3, ========================================================== NX
@662*'7"-.'/'+& ================================================================== NZ

!055(5.% +,,(#&$<
),// @-'/%."'* 9,37*"d2,- ================================================== NN
9,-.- '( 90),// C2*3."'* ===================================================== MU
E*."+,*0-8,3"("3 9,-.- ========================================================= MT
E--%& 1$'3,B2$,- ('$ )7%$%3.,$"K"*+
E*."+,*0-8,3"("3 9 ),//- ===================================================== MX

Q(,"%.5 +,,(#&$<
9,-.- '( A0),// C2*3."'* ==================================================== MZ

P"508(5.% C&"5"7&8.5 P0$1"6)
E*%/&."3%/ 9,37*"d2,- ========================================================= MN
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+,,(#"602&8&0#8&0)
_26'$%/ @662*'B,("3",*3",- =================================== LUU
),//2/%$ @662*'B,("3",*3",- ====================================== LUT
D$%*2/'3&."3 4,("3",*3",- ============================================== LUX
)'68/,6,*. 4,("3",*3",- %*B 4,(,3.- ================= LUZ
_@F J.$23.2$, %*B W,8/"3%."'* =================================== LUN
)'2$-, '( _@F @*(,3."'* =================================================== LLU
4"%+*'-"- %*B 9$,%.6,*. '( _@F @*(,3."'* ========= LLT

Q0,"5<$&8 N&)0.)0) .#6 !<$"-0#&.)
EAQ A/''B D$'28 J&-.,6 ============================================== LLX
W7,-2- %*B Q.7,$ A/''B D$'28 J&-.,6- ============ LLZ

<,37%*"-6- '( _,6'/&-"-
%*B E*."#'B& 4,.,3."'* ================================================== LLN
E2.'"662*, _,6'/&-"- 42, .'
I%$6 E*."#'B",- =============================================================== LTU
E2.'"662*, _,6'/&-"- 42, .'
)'/B E*."#'B",- =================================================================== LTT
4$2+0"*B23,B _,6'/&-"-
%*B 9$%*-(2-"'* W,%3."'*- =========================================== LTX
E2.'"662*, S,2.$'8,*"%- %*B
Q.7,$ )&.'8,*"%- ================================================================ LTZ

Q0,.$"5"7&8.5 N&)0.)0)
E32., !,2?,6"%- ================================================================= LTN
Q5,$5",\ '( !&687'6% )/%--"("3%."'*- =============== LVU

_'B+?"*R- 4"-,%-, ============================================================== LVT
90),// !&687'6%- ============================================================= LVX
A0),// !&687'6%- ============================================================ LVN
1/%-6% ),// 4&-3$%-"%- ==================================================== LXT
<2/."8/, <&,/'6% ============================================================= LXX
)$&'+/'#2/"*,6"% =============================================================== LXZ

E6&/'"B'-"- ============================================================================ LXN

D(,"% +,,(#"5"7<
4,.,3."'* %*B @B,*."("3%."'*
'( 926'$ E*."+,*- ============================================================ LbU
@662*, c-3%8, <,37%*"-6- '( 926'$
E*."+,*- =================================================================================== LbT

@662*'.7,$%8,2."3 J.$%.,+",- `@a =========================== LbX
@662*'.7,$%8,2."3 J.$%.,+",- `@@a ========================== LbZ
D%.#)-5.#$.$&"# "2 F($"5"7"()
A'*, <%$$'\[_,6%.'8'",."3 J.,6 ),//- =========== LbN
9$%*-8/%*.%."'* '( E//'+,*"3
A'*, <%$$'\[_,6%.'8'",."3 J.,6 ),//- =========== LZU

)/"*"3%/ E-8,3.- '( Q$+%* 9$%*-8/%*.%."'* ========= LZT
@662*'/'+"3%/ E-8,3.- '( Q$+%*
9$%*-8/%*.%."'* ==================================================================== LZX

P()8(5")3050$.5 N&)0.)0)
)/"*"3%/ C,%.2$,- '( W7,26%.'"B E$.7$"."- ========== LZZ
J&*'5"%/ )7%*+,- "* W7,26%.'"B E$.7$"."- ======= LZN

1%.7'+,*,-"- '( W7,26%.'"B E$.7$"."- `@a ============ LYU
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G25,*"/, )7$'*"3 E$.7$"."- ============================================== LYX
)/"*"3%/ C,%.2$,- '( J8'*B&/%$.7$"."- ======================= LYZ
1%.7'+,*,-"- '( J8'*B&/%$.7$"."- ============================= LYN
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E2.'%*."#'B& 1%..,$*- ==================================================== LNT
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.#6 T.)8(5&$&)
)/"*"3%/ C,%.2$,- '( J!c ================================================== LNX

1%.7'+,*,-"- '( J!c ========================================================== LNZ
J3/,$'B,$6% %*B <">,B )'**,3."5,
9"--2, 4"-,%-, ====================================================================== LNN
Ji'H+$,*R- J&*B$'6, ========================================================== LMU
<&'-"."3 4"-,%-,- =============================================================== LMT
D,*,$%/ )/%--"("3%."'* '( F%-32/"."- ========================= LMX

@662*, F%-32/"."B,-
%*B 1'/&%$.,$"."- S'B'-% =============================================== LMZ
D"%*. ),// E$.,$"."- ============================================================= LMN

K3&# N&)0.)0)
:$."3%$"% ==================================================================================== TUU
)'*.%3. E//,$+",- ================================================================= TUT

E.'8"3 4,$6%."."-
%*B !,2?'3&.'3/%-."3 F%-32/"."- ================================= TUX
1-'$"%-"- %*B A2//'2- J?"* 4"-,%-,- ======================= TUZ

?.)$%"&#$0)$&#.5 N&)0.)0)
E.$'87"3 D%-.$"."-; I7"88/,R- 4"-,%-,
%*B J8$2, ================================================================================ TUN

)7$'*"3 @*(/%66%.'$& A'\,/ 4"-,%-,- ================ TLU
E2.'"662*, !"5,$ 4"-,%-,- ======================================== TLT

A0)-&%.$"%< N&)0.)0)
A$'*37"%/ E-.76% %*B E//,$+"3 W7"*"."- ================ TLX
J%$3'"B'-"- %*B @B"'8%.7"3
12/6'*%$& C"#$'-"- ============================================================ TLZ

c>.$"*-"3 E//,$+"3 E/5,'/"."- =========================================== TLN
92#,$32/'-"- =========================================================================== TTU

A0#.5 N&)0.)0)
@662*'/'+"3%/ <,37%*"-6- ======================================= TTT
D/'6,$2/'*,87$"."."- `@a ================================================= TTX
D/'6,$2/'*,87$"."- `@@a %*B
@*.,$-."."%/ S,87$"."- ========================================================= TTZ

P0$.'"5&8 N&)0.)0)
E2.'"662*, 97&$'"B 4"-,%-,- ================================= TTN
4"%#,.,- <,//".2- %*B
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Q0.%$ N&)0.)0
W7,26%."3 C,5,$; <&'3%$B"."-;
%*B 1'-."*(%$3."'* J&*B$'6, ====================================== TVT

/0(%"5"7&8.5 N&)0.)0)
<2/."8/, J3/,$'-"- ================================================================ TVX

E2.'%*."#'B&06,B"%.,B 4"-,%-,- ============================= TVZ
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!%6#,$.kc%.'* J&*B$'6, ============================================= TVN
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E*%.'6& %*B 1%.7'+,*,-"- ========================================== TXU
c>.$%'32/%$ @*(/%66%."'*- ============================================ TXT
:5,"."- `@a ================================================================================== TXX
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'( J&-.,6"3 4"-,%-, =========================================================== TXZ

A0-%"6(8$&"# +,,(#"5"7<
W,8$'B23."'* @662*'/'+& =========================================== TXN

T.88&#.$&"#)
Q5,$5",\ ================================================================================== TbU
S,\ F%33"*,- ========================================================================= TbT

+,,(#0 G1.%,.8"5"7<
S'*-.,$'"B%/ E*."0"*(/%66%.'$& 4$2+-
%*B D/23'3'$."3'"B- =========================================================== TbX
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J2/(%-%/%K"*,; %*B D'/B =================================================== TbZ
)&3/'-8'$"* E; <&3'87,*'/%.,;
%*B !,(/2*'6"B, ================================================================== TbN
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9%#/,- ========================================================================================== TZT
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97, %2.7'$- .7%*? 1$'(,--'$ C%/? _",8,; 4$=
J2-%**, 1$",6; 4$= A$2*' J.27/62H //,$; %*B 4$=
A,$*7%$B 97",/,; 4,8%$.6,*. '( <,B"3"*,; W7,20
6%.'/'+& %*B )/"*"3%/ @662*'/'+&; )7%$".,e _'-8"0
.%/; ('$ .7,"$ 7,/8 "* 8$,8%$"*+ .7, /%#'$%.'$& -,30
."'*= Q2$ -8,3"%/ .7%*?- +' .' 1$'(,--'$ _%*-0
c#,$7%$B F'H/?,$ %*B 1$'(,--'$ _,$$6%** P$%-.,/;
4,8%$.6,*. '( Q87.7%/6'/'+&; :*"5,$-".& '(
_,"B,/#,$+; ('$ .7,"$ 7,/8(2/ -2++,-."'*- %*B ('$
-288/&"*+ -/"B,- '* "662*'/'+"3%/ B"-,%-,- '(
.7, ,&,; %*B .' 1$'(,--'$ I'/(+%*+ J37*,"B,$;
_,%B '( .7, 1%.7'/'+"3%/ @*-.".2.,; P$%*?,*7%2-
A,$/"* A237; ('$ 7"- 3'*-.$23."5, 3'66,*.- %*B %
*26#,$ '( 87'.'+$%87- '* "662*'/'+"3%/ B"-,%-,-
'( .7, ?"B*,&=

F%/2%#/, 87'.'+$%87- %*B -/"B,- \,$, %/-' 8$'0
5"B,B #& 4$= E*B$,%- A$,".#%$.; 4,8%$.6,*. '(
_,6%.'/'+&; :*"5,$-".& '( :/6; 4$= :\, 1/,&,$;
4,8%$.6,*. '( Q87.7%/6'/'+&; )7%$".,e _'-8".%/;
1$'(,--'$ _,"B$2* <'//; ),*.,$ ('$ @*(,3."'* W,0
-,%$37; :*"5,$-".& '( I2H$K#2$+; 1$'(,--'$ 1,.,$
<'H//,$; 4"$,3.'$ '( .7, @*-.".2., '( 1%.7'/'+&; :*"0
5,$-".& '( :/6; 1$'(,--'$ <"37%,/ _2H (*,$; <,B"3%/
4,8%$.6,*. %*B 1'/"3/"*"3; :*"5,$-".& '( D'H.."*0
+,*; 1$'(,--'$ _,$\%$. Q..'; 4"$,3.'$ '( .7,
@*-.".2., '( 1%.7'/'+&; :*"5,$-".& '( _,"B,/#,$+;
4$= _%*- W= D,/B,$#/'6; W'#,$. P'37 @*-.".2.,;
A,$/"*; 1$'(,--'$ _%*-0<"37%,/ <,"*3?; 4,8%$.0
6,*. '( S,2$'/'+&; :*"5,$-".& '( _,"B,/#,$+; %*B
4$= 97'6%- I'/(,*-#,$+,$; _'l8".%/ G2/,- D'*"*;
!%2-%**,=
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EE %6"*' %3"B
E# %*."#'B&
E)c %*+"'.,*-"*03'*5,$."*+ ,*K&6,
E)7 %3,.&/37'/"*,
E4)) %*."#'B&0B,8,*B,*. 3,//06,B"%.,B

3&.'.'>"3".&
E+ %*."+,*
E@4J %3d2"$,B "662*'B,("3",*3& -&*B$'6,
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\".7 B&-8$'.,"*,6"%
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ES)E %*."*,2.$'87"/ 3&.'8/%-6"3 %*."#'B&
E1 %/?%/"*, 87'-87%.%-,
E1) %*."+,*08$,-,*."*+ 3,//
EW) E@4J0$,/%.,B 3'68/,>
EJ9 %-8%$.%., %6"*'.$%*-(,$%-,
AE! #$'*37'%/5,'/%$ /%5%+,
AE!9 #$'*372-0%--'3"%.,B /&687'"B ."--2,
A)D #%3"//2- )%/6,..,kD2,e$"*
A)W A03,// $,3,8.'$
)( 3'68/,6,*. (%3.'$ (
)E!!E 3'66'* %32., /&687'#/%-."3
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)AW 3'68/,6,*.0#"*B"*+ $,%3."'*
)4 3/2-.,$ '( B"((,$,*."%."'*
)4W 3'68/,6,*.%$".&0B,.,$6"*"*+ $,+"'*
)C: 3'/'*&0('$6"*+ 2*".
)!! 37$'*"3 /&687%."3 /,2?,6"%
)<F 3&.'6,+%/'5"$2-
)Qm 3&3/''>&+,*%-,
)W 3'68/,6,*. $,3,8.'$
)W1 )0$,%3."5, 8$'.,"*
)JC 3'/'*&0-."62/%."*+ (%3.'$
)9! 3&.'.'>"3 9 /&687'3&.,
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419 B"87.7,$"%; 8,$.2--"-; .,.%*2-

49 B"87.7,$"%; .,.%*2- `5%33"*%."'*a
49_ B,/%&,B0.&8, 7&8,$-,*-"."5".&
cEc ,>8,$"6,*.%/ %2.'"662*, ,*3,87%/"."-
cE: ,>8,$"6,*.%/ %2.'"662*, 25,'$,."*"."-
cAF c8-.,"*kA%$$ 5"$2-
c) ,*B'.7,/"%/ 3,//
c)1 ,'-"*'87"/ 3%."'*"3 8$'.,"*
cDC ,8".7,/"%/ +$'\.7 (%3.'$
c!@JE ,*K&6,0/"*?,B "662*'-'$#,*. %--%&
c<E ,8".7,/"%/ 6,6#$%*, %*."+,*
cSE ,>.$%3.%#/, *23/,%$ %*."+,*
cW ,*B'8/%-6"3 $,."32/26
cJW ,$&.7$'3&., -,B"6,*.%."'* $%.,
CE)J (/2'$,-3,*3,0%3."5%."*+ 3,// -'$.,$
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A. Mechanisms of T-cell selection in the thymus
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V x D x J-combinations

A. T-cell receptor  gene families

!, " (Chromosome 14)

# (Chromosome 7q)

$

Pseudogene

B. T-cell receptor  rearrangement

Deletion

I
II

Unequal chromosome switch Inversion

C. Configuration of the T-cell receptor

! (") # ($)

V!

C!

248 282

D. Possible combinations of the T-cell
receptor (!/#)

Gene segments !-chain #-chain

V

D

J 100

100

0 2

100

13

N-sequences

104 2 x103

104

Total number
of !/# combinations 1015

E. Distribution of !/# and $/" T cells

Total:

Marker:

(Chromosome 7p)

V!1 V!2 V!n V"n D" C" V J! segments C!J"

V$I Jp1 C$1 C$2

V1.1
V1.2

V1.3
V1.4

V1.5
V1.5P

V1.6
V1.7

V1.8 VA VB VII

Jp J1V$III V$IV

V#1 V#2 V#3 V#n D#1 J#1 C#1 D#2 C#2 V#14

I
II

I

II

CD4+ CD8– 66 % < 1 %

CD4– CD8+ 33 % 25 %

CD4– CD8– <1 % 70 %

CD4+ CD8+ <1 % <12 %

104

!/# $/"

95 % 5 %

CHO

! chain = V - J - C

# chain= V - D - J - C

" chain = V - D - J - C

$ chain = V - J - C

C

V
S

S

S

S

S

S
S
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V$II

(Reversed direction of transcription)
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A. Human T-cell differentiation molecules

Molecular
weight (kDa)

CD1a
b,c,d,e

43 – 49 1q22-23 Thymocytes,
dendritic cells,
few B cells (CD1c)

Antigen-
presentation
(glycolipids)

CD2

50 1p13 Thymocytes,
all T cells,
NK cells

Receptor for CD58
(LFA-1), T-cell acti-
vation

CD3/TCR

CD3g 25
CD3d 20
CD3e 20
!-chain 16
"-chain 22

11q23
11q23
11q23
1q22
1q22

Maturing
thymocytes,
T cells

Signal-
transduction
after MHC-TCR
contact

CD4

55 12p12 Thymocytes,
T-helper cells, mono-
cytes/macrophages,
dendritic  cells,
eosinophilic
granulocytes

Binding to
MHC class II
MHC

CD5

67 11q13 Thymocytes,
all maturing T cells,
few B cells

Signal transduction

CD7

40 17q25 All cells of
T-cell lineage

Not known

CD8

CD8# 33
CD8$ 33

2p12
2p1

Thymocytes, cyto-
toxic  T-cells, NK
cells (weak, CD8a)

Binding
to class I MHC
molecules

Molecule Gene
locus

Cell expression Function

#

$2m

#

%

&

'

!/"

#(&)
$(%)

$

33

40

33

Xq26.3-
27.1

2q33

2q33

CD4+ T cells
(after activation),
CD8+ T cells
(subpopulation),
basophils

Binds to CD40,
activates B cells
and dendritic
cells

Thymocytes
CD4+T cells,
CD8+T cells,
(subpopulation)

Ligand for CD80,
CD86 (“co-stimula-
tory signal„)

Activated T cells Ligand for CD80,
CD86 (negative
regulator of
T-cell activation)

CD154
(CD40L)

CD28

CD152
(CTLA–4)
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APC MHC

B. T-cell activation: Time course of gene expression

CD45
CD3

TCR

T cell

IP3

Ca-dependent
kinases

Phosphorylated
proteins

Gene activation
regulation of transcriptionNucleus

Early

Late

!(")

PIP2 DAG

!

Phosphorylated proteins

Ca2+

p56Ick

p59fyn

Tyrosine kinases

#$

Ag

$ #
%&

!!

'%

PKC

CD4(CD8)

Cytokines IFN-' TGF-# GM-CSF
IL-2 IL-3

Receptors
Activating
antigens

Insulin-R IL-2R Transferrin-R
CD69

Enzymes,
intracellular
proteins

ODC Actin Cyclin Transferrin Histones

1 2 3 4 5 6 12 18 24 48Hours

IL-4
IL-5
IL-6

Proto-oncogenes
Nuclear binding proteins

c-fos c-myc
NFAT-1 NF(B

15 30Minutes

MHC HLA-DR
Cytokines Rantes
Adhesion proteins VLA-4 VLA-1

2 4 6 8 10Days

A. T-cell activation: Signal transduction
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Antigens

Bacteria Fungi
Protozoans
(e.g. helminths) Pollen

Genetic susceptibility (e.g. MHC, TCR etc.)

Macrophage
NK cell !/" T cell Basophils,

mast cell
IL-12 IFN-! IL-4

?

Cytokine milieu

TCRMHC II

B7-1
CD28

TH0

Dendritic
cell

TH2TH1

IFN-!

IL-10

IL-4

Intracellular
killing

B cell

Antibody

Macro-
phage

A. Differentiation into TH1 and TH2 cells

B. Regulation of IgE production
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Intestinal
submucosa

Pro-B

Pre-B

Bone marrow : primary
B-cell production

Peripheral blood

Follicle

Pro-PC

T-cell zone

Apoptosis

Extra-
follicular
B cell

Pre-B

cyt-µ

Virgin-B

slgM slgM
slgD

Circulating
follicular B cell

Extra-
follicular B cell

A. Development of B lymphocytes

Early ontogenesis

CD5+
slgM+

Peritoneal cavity

CD5 CD45R

CD20

CD11a

slgM

B. CD5+ B cells

Marginal
zone

CD19 CD20 CD38
CD10

Pro-plasma cell

„Virgin”-B Virgin-B

Plasma cell

CD19
CD20 CD22

CD19
CD20 CD21

CD22 CD19
CD20 CD21

CD22
CD23

Bone marrow

Circulating
follicular
B cell

Antigens

Secondary lymphatic organs:
antigen-induced B-cell proliferation
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CD117

CD22 CD10

Pro-B

CD38

Plasma cell

slgM
CD11c

CD39

CD19
CD20 CD21

CD22

CD37

Circulating
follicular
B cell

Pleural space CD5+ B cells
– T-independent
– Secrete low-affinity

lgM-autoantibodies
– Can renew themselves
– No hypermutations
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B. Antigen profile of B cells during germinal center reaction

Antigen-specific B cell FDC

Dark zone
of germinal center

Light zone
of germinal center
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–  Proliferation
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= Amino acid switch = 10-fold increase in affinity

C. Selection of high-affinity antibodies through hypermutation in the germinal center
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A. B-cell differentiation scheme
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Molecular
weight(kDa)

Molecule Gene locus
(chromosome)

Cell expression Function

A. Important B-cell antigens

150–900 (!-chains)
("-chain)
(#-chain)

Mature B cells Antigen binding
part of B-cell antigen
receptor (BCR)

slg

Ig-$(CD79a)
Ig-%(CD79b)

34
39

N
H

CD10 (CALLA)

100 Neutral endopeptidase

CO
O

H CD19

95 All B cells
incl. progenitor
B cells

CD21

35–37 11q-q13 Pre-B cells
Mature B cells

Ion channel
subunit

CD20

140 1q32 Mature B-cells

dendritic
cells (FDC)

C3d/EBV-receptor
(CR2)

BCR-association,
signal transduction

CD22

135 19q13.1 All B cells
(cytoplasm)

Mature B cells
(surface)

B-cell adhesion
molecule (B-B and B-T
interaction)
modulation of BCR

CD23

45 19p13.3 Mature B cells
FDC
Act. monocytes
eosinophils

Low-affinity Fc&
receptor (Fc&RII)

CD40

48 20q12-
q13.2

Pre-B cells
Mature B cells

Interaction with CD40
ligand (T cell)
Anti-apoptosis signal

CD72

43–39 9p All cells of
B-cell lineage
Macrophages

Adhesion molecule

CD80/86

60 3q21

B cells,
act. monocytes

Dendritic
cells (DC)

T-APC interaction
(ligands for
CD28/CTLA-4)

CO
O

H
CO

O
CO

O
CO

O
H

N
H

2
CO

O
H

3q21-q27

N
H

2
N

H
2

14
2

22

sIg-associated molecules
signal transducing
part of BCR

Pre-B cells
B cells of
germinal center
Granulocytes

cleavage product = B-cell
growth factor

19q132
17q23

Pre-B cells
Mature B cells

With CD21-, CD81-
Leu-13 co-receptor
for BCR

16p11.2

Follicular

Dendritic
cells (DC)
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CD152

Anergy/Tolerance

1. Signal 1 only

T-cell activation

2. Co-stimulation
via CD28

CD152

Upregulation of
CD154/CD40L

3. Self-limitation/downregulation

MHC II

CD40

TCR

4. Effector cell induction

B cell

IL-6

B7RP-1/
ICOSL

IL-4

IL-13
Upregulation
of ICOS

C. ICOS in T-cell activation

CD 11a/18
(LFA-1)

CD54
(ICAM-1)

CD2 CD58
(LFA-3)

CD3
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CD4 or CD8
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ll MHC
class II
(or
class I)

CD80/CD86
(B7.1/B7.2)
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A. Molecules involved in T cell – APC interaction
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(B7.1/B7.2)
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(or
class II)

Superantigen

Variable region
of ! chain (V!)
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T

APC

B. Several signals needed for T-cell activation
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D. Superantigen stimulation
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Molecule Molecular-
weight (kDa)

Gene  locus
(chromosome)

Cell expression Function

LFA-1

CD11a: 180
CD18:     95

16p11-13.1
21q22.3

Monocytes, !",
lymphocytes (T-B),
granulocytes

Cell–cell and cell–matrix
adhesion,
ligand for ICAM-1, ICAM-2

CR3

CD11b:  170
CD18:      95

16p11-13.1
21q22.3

Myeloid cells,
NK cells

Cell–cell and
cell–matrix adhesion,
ligand for iC3b,
C4b, ICAM-1

CD11c:  150
CD18:      95

16p11-13.1
21q22.3

Macrophages,
myeloid cells

Cell–cell adhesion,
ligand for iC3b, C4b,
ICAM-1, LPS,
fibrinogen

CR4

CD14 55 5q31 Monocytes, !",
granulocytes, (B cells)

Receptor for LPS
and LPS/LPB complex

or  CD16
(FcRIII)

50–80 1q23 Monocytes, !",
NK cells,
granulocytes (GPI)

Low-affinity
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B: Monocytes and DC antigens
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– TNF proteases
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A. Function of monocytes/macrophages
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4. Effector function5. Antigen presentation6. Immunomodulation

1. Activation 2. Chemotaxis, tissue inflammation 3. Phagocytosis, scavenger
     function, tissue repair
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M-CSF
GM-CSF

TNF-!

C. Recruitment of dentritic cell precursors/DC migration

CD34+cell

Flt3L, IL-3

TNF-! GM-CSF
  IL-4

Thymic
DC

Monocyte

CD11c+
CD13+
CD33+
CD14+
CD1c+

CD1c+
BDCA3+
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CD11c+
CD123+
CD2/5/7 (+)

BDCA2+
BDCA2+
BDCA4+
TLR9+

Endothelium transmigration
LPS
CD40 ligation

IDC

CD80/
CD86 CD28

B. Life cycle of a dendritic cell

A. Different DC populations

GCDC

Ag
uptake

Pre-DC-1

IL-3

CD40 ligation
viral infection

Langerhans cell

Interstitial DC

– LPS
– Bacterial

products

Myeloid DC 1

HEV “Lymphoid”
  DC2

Langerhans-
cell

Veiled
cell

Antigen

Macrophages

T cells NK cells

Interdigitating DC

CD40L

CD40

IL-2
IFN-"

Activated T cell

1. Migration to and from inflamed tissue
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CD1a+

T
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Pre-DC-2

HLA-DR

2. Lymph node homing
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Immature
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C. Feedback regulation of DC-1/2 D. Tolerogenic potential of immature DCs
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A. Genomic organization of the HLA complex

C4/CYP21 gene organization (haplotypes)

21B C4B long 21A C4A

21B C4B short 21A C4A

21B C4B short

21B C4A

21A C4A

C4B short 21A C4B short 21A C4A

C4B short 21B C4B short 21A C4A

21A C4B long 21A C4B long 21A C4B long 21A C4A

Chromosome 6

Short
arm
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! " B C A

CYP 21 CYP 21P

DPB2
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MHC class II MHC class I

LTB

Exon 1 Exon 2 Exon 3 Exons 4, 5, 6

DRB1 gene
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DRB1 polypeptide
First domain

Amino acids

DR1, 10, 103 (DR1 group)

DR15, 16, (DR51 group)

DR3, 11, 12, 13, 14, 1403, 1404 (DR52 group)

DR4, 7, 9 (DR53 group)

DR8 (DR8 group)
DRB gene organization (haplotypes)
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A. HLA molecules (schematic)

View from above
on antigen-binding
part
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C. HLA class I alleles

B. Structure of an HLA class I molecules

HLA-A alleles HLA-C alleles
New
nomen-
clature

New OldOld New Old

A*0101
A*0201
A*0202
A*0203
A*0204
A*0205
A*0206
A*0207
A*0208
A*0209
A*0210
A*0301
A*0302
A*1101
A*1102
A*2401
A*2501
A*2601
A*2901
A*3001
A*3101
A*3201
A*3301
A*6801
A*6802
A*6901

A1
A2, A2.1
A2, A2.2F
A2, A2.3
A2
A2, A2.2Y
A2, A2.4a
A2, A2.4b
A2, A2.4c
A2, A2-ZB
A2, A2-LEE
A3, A3.1
A3, A3.2
A11, A11E
A11, A11K
A24 (9)
A25 (10)
A26 (10)
A29 (w19)
A30 (w19), A30.3
A31 (w19)
A32 (w19)
Aw333 (w19), Aw33.1
Aw68 (28), Aw68.1
Aw68 (28), Aw68.2
Aw69 (28)

B*0701
B*0702
B*0801
B*1301
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B*2705
B*2706
B*3501
B*3502
B*3701
B*3801
B*3901
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B7, B7.2
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B13, B13.1
B13, B13.2
B14
Bw65 (14)
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B27, 27d, 27J
B27, 27b, 27C, B27.3
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B27, 27D, B27.4
B35
B35
B37
B38 (16), B16.1
B39 (16), B16.2
Bw60 (40)
B40, B40*
Bw41
Bw42
B44 (12), B44.1
B44 (12), B44.2
Bw46
Bw47
B49 (21)
B51 (5)
Bw52 (5)
Bw53
Bw57 (17)
Bw58 (17)
B'SNA'

Cw*0101
Cw*0201
Cw*02021
Cw*02022
Cw*0301
Cw*0501
Cw*0601
Cw*0701
Cw*0702
Cw*1101
Cw*1201
Cw*1202
Cw*1301
Cw*1401

Cw1
Cw2, Cw2.1
Cw2, Cw2.2
Cw2, Cw2.2
Cw3
Cw5
Cw6
Cw7
Cw7, JY328
Cw11
Cx52
Cb-2
CwBL18
Cb-1
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A. HLA-DR, HLA-DQ, and HLA-DP alleles in the HLA system (class II alleles)

Old
nomenclature

DRB1-alleles

DRB1*0101

DRB1*0102

DRB1*0103

DRB1*1501

DRB1*1502

DRB1*1601

DRB1*1602

DRB1*0301

DRB1*0302

DRB1*0401

DRB1*0402

DRB1*0403

DRB1*0404

DRB1*0405

DRB1*0406

DRB1*0407

DRB1*0408

DRB1*0409

DRB1*0410

DRB1*0411

DRB1*1101

DRB1*1102

DRB1*1103

DRB1*1104

DRB1*1201

DRB1*1202

DRB1*1301

DRB1*1302

DRB1*1303

DRB1*1304

DR1, Dw1

DR1, Dw20

DR' BR', Dw' BON'

DR2, DRw15, Dw2

DR2, DRw15, Dw12

DR2, DRw16, Dw21

DR2, DRw16, Dw22

DR3, DRw17, Dw3

DR3, DRw18,

DR4, Dw4

DR4, Dw10

DR4, Dw13, 13.1

DR4, Dw14, 14.1

DR4, Dw15

DR4, Dw'KT2'

DR4, Dw13, 13.2

DR4, Dw14, Dw14.2

DR4

DR4

DR4

DR5, DRw11, Dw5, DRw11.1

DR5, DRw11, DRw11.2

DR5, DRw11, DRw11.3

DR5, DRw11

DR5, DRw12, Dw'DB6'

DR5, DRw12, DRw12b

DRw6, DRw13, Dw18, DRw6a

DRw6, DRw13, Dw19, DRw6c

DRw6, DRw13, Dw'HAG'

DRw6, DRw13

New
nomenclature

DRB1-alleles

DRB1*1304

DRB1*1305

DRB1*1401

DRB1*1402

DRB1*1403

DRB1*1404

DRB1*1405

DRB1*0701

DRB1*0702

DRB1*0801

DRB1*08021

DRB1*08022

DRB1*08031

DRB1*08032

DRB1*0804

DRB1*09011

DRB1*09012

DRB1*1001

Other DRB alleles

DRB3*0101

DRB3*0201

DRB3*0202

DRB3*0301

DRB4*0101

DRB5*0101

DRB5*0102

DRB5*0201

DRB5*0202

DRw6, DRw13

DRw6, DRw13

DRw6, DRw14, Dw9, Drw6b

DRw6, DRw14, Dw16

DRw6, DRw14

DRw6, DRw6b.2

DRw6, DRw14

DR7, Dw17

DR7, Dw'DB1'

DRw8, Dw8.1

DRw8, Dw8.2

DRw8, Dw8.2

DRw8, Dw8.3

DRw8, Dw8.3

DRw8

DR9, Dw23

DR9, Dw23

DRw10

DRw52a, DW24

DRw52b, Dw25

DRw52b, Dw25

DRw52c, Dw26

DRw53

DR2, DRw15, Dw2

DR2, DRw15, Dw12

DR2, DRw16, Dw21

DR2, DRw16, Dw22
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nomenclature

New
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DQw5 (w1), DQB 1.1, DRw10-DQw1.1

DQw5 (w1), DQB 1.2, 1.21

DQw5 (w1), DQB 1.3, 1.9, 13.1

DQw5 (w1), DQB 1.3, 1.9, 13.2

DQB 1.9

DQw6 (w1), DQB 1.4, 1.12

DQw6 (w1), DQB 1.5, 1.2

DQw6 (w1), DQB 1.6, 1.18

DQw6 (w1), DQB 1.7, 1.19

DQw6 (w1), DQB 1.8, 1.19b

DQw2, DQB 2

DQw7 (w3), DQB 3.1

DQw8 (w3), DQB 3.2

DQw9 (w3), DQB 3.3

DQw9 (w3), DQB 3.3

DQw4, DQB 4.1, Wa

DQw4, DQB 4.2, Wa

B. HLA-DR, DQ, and DP alleles in the HLA system (continued)

DQA1 alleles

DQA1*0101

DQA1*0102

DQA1*0103

DQA1*0201

DQA1*03011

DQA1*03012

DQA1*0302

DQA1*0401

DQA1*0501

DQA1*05011

DQA1*05012

DQA1*05013

DQA1*0601

DQA 1.1, 1.9

DQA 1.2, 1.19, 1.AZH

DQA 1.3, 1.18, DRw8-Dqw1

DQA 2, 3.7

DQA 3, 3.1, 3.2

DQA 3, 3.1, 3.2, DR9-DQw3

DQA 3, 3.1, 3.2, DR9-DQw3

DQA 4.2, 3.8

DQA 4.1, 2

DQA 4.1, 2

DQA 4.1, 2

DQA 4.1, 2

DQA 4.3

DQB1 alleles

DQB1*0501

DQB1*0502

DQB1*05031

DQB1*05032

DQB1*0504

DQB1*0601

DQB1*0602

DQB1*0603

DQB1*0604

DQB1*0605

DQB1*0201

DQB1*0301

DQB1*0302

DQB1*03031

DQB1*03032

DQB1*1401

DQB1*0402

DPA1 alleles

DPA1*0101

DPA1*0102

DPA1*0103

DPA1*0201

LB14/LB24, DPA1

pSBa-318

DPw4a1

DPA2, pDAa13B

DPB1 alleles
DPB1*0101

DPB1*0201

DPB1*02011

DPB1*02012

DPB1*0202

DPB1*0301

DPB1*0401

DPB1*0402

DPB1*0501

DPB1*0601

DPB1*0801

DPB1*0901

DPB1*1001

DPB1*1101

DPB1*1301

DPB1*1401

DPB1*1501

DPB1*1601

DPB1*1701

DPB1*1801

DPB1*1901

DPw1, DPB1, DPw1a

DPw2, DPB2.1

DPw2, DPB2.1

DPw2, DPB2.1

DPw2, DPB2.2

DPw3, DPB3

DPw4, DPB4.1, DPw4a

DPw4, DPB4.2, DPw4b

DPw5, DPB5

DPw6, DPB6

DPB8

DPB9

DPB10

DPB11

DPB13

DPB14

DPB15

DPB16

DPB17

DPB18

DPB19

DRB1*0401
DRB1*0402
DRB1*0403
DRB1*0407
DRB1*0404
DRB1*0408
DRB1*0405
DRB1*0406

DW4
DW10
DW13
DW14
DW15
DW"KT2"

DR4

Old
nomenclature

New
nomenclature

Old
nomenclature

New
nomenclature
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Extracellular protein

Coat proteins

Endocytosis

Early
endosome

MHC class II
compartment

Transport
vesicles

Golgi

Terminal
lysosome

Calnexin

A. MHC class II-dependant antigen processing

P1

P4

P6

P9

B. Anchor AA in MHC II peptides

Anchor AA Inhibitory AA

C. Allele-specific motifs in DRB1*0401-binding
peptides

D. T-cell activation via MHC II

IL-2

IFN-!

TNF-"

IL-4
IL-6

Antibody
production

HLA-DM
mRNA

Ii

Ser Asp, Gln, Leu, Asn, Pro

Ser, Thr, Val Gln, Phe, Gly, His, Lys, Leu, Met, Tyr

Asp, Met, Gln, Ser Gly, Lys, Pro, Arg, Trp, Tyr

Phe, Ile, Leu, Met, Val, Trp, Tyr

HVIII

P1 P4 P6 P9

CD4
CD4 B

H2O2

NO

O2

ER

Endogenous
proteins

N
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B. Lytic terminal sequence
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Adult mouse, strain A Embryonic mouse, strain B
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APC

Macrophage

T-helper/
inducer
cell

TH

TR

B

TZ

Autoaggressive
effector
functions

A. Induction of autoimmunity by loss
A. of regulatory mechanisms

Organ-specific
diseases

Non-organ-
specific diseases

Brain
MS

Cartilage
Polychondritis

Thyroid  gland
Hashimoto’s
thyroiditis,
primary myxedema,
thyrotoxicosis
(Graves’  disease)

Stomach
Pernicious
anemia

Liver
PBC,
autoimmune
hepatitis

Pancreas
Juvenile diabetes

Intestine
Crohn’s disease,
ulcerative colitis

Bone marrow
Autoimmune hemolytic
anemia, ITP

Skin
Pemphigus

Brain
SLE

Nose
Wegener’s
granulomatosis

Lung
Scleroderma,
MCTD,
Wegeners’
granulomatosis

Muscle/skin
Dermato-
myositis

Kidney
SLE,
Wegeners’
granulomatosis

Skin
Scleroderma,
SLE

Joints
Rheumatoid
arthritis

B. Organ-specific and non-organ-
B. specific autoimmune diseases

Lens

Cartilage
Testes

C. Sequestered antigens

Frequency (%)

D. Associations between diseases and the HLA system (*old nomenclature)

Disease Allele*
Patients Relative risk

Behçet’s disease B5 41 10 6,3
Ankylosing spondylitis B27 90 9 87,4
Reiter’s syndrome B27 79 9 37,0
Acute anterior uveitis B27 52 9 10,4
Subacute thyroiditis B35 70 15 13,7
Psoriasis vulgaris Cw6 87 33 13,3
Dermatitis herpetiformis DR3 85 26 15,4
Celiac sprue DR3 79 26 10,8
Graves’  disease DR3 56 26 3,7
Diabetes mellitus type I DR3 and/or DR4 91 57 7,9
Myasthenia gravis DR3 50 26 2,5
Systemic  lupus erythematosus DR3 70 26 5,8
Idiopathic membr. nephropathy DR3 75 26 12,0
Narcolepsy DR2 100 25 N.D.
Multiple sclerosis DR2 59 25 4,1
Rheumatoid  arthritis DR4 50 19 4,2
Hashimoto’s thyroiditis DR5 19 6 3,2
Pernicious anemia DR5 25 6 5,4
Juvenile chronic arthritis DRw8 23 8 3,6

Presentation
of
autoantigens

Sequestered

Antigens

Regulatory
cell

Hidden
antigens

Antigen Antibody
(anti-idiotypes)

Controls
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Apoptotic
cell

TSP

Vitronectin
receptor

CD36

CD14
Scavenger
receptor-A

Actin

polymerization

Anti-inflammatory response

Actin

– Ischemia
– Hyperthermia
– Hypothermia
– Physical
 or chemical

damage
– Trauma

Necrosis

Swelling
of the cell,
damage to
organelles

Lysis –
organelles  destroyed
chromatin destroyed

Inflammation

Apoptosis
signal

Chromatin
condensation

Cell shrinkage,
zeiosis

Chromatin
margination

Segmentation
of the nucleus,
DNA fragmentation

Apoptotic
bodies

Phagocytosis:
no
inflammation

A. Differences between necrosis and apoptosis

Apo-1/FAS antigen
CD95

Glucocorticoid
receptor

Loss of cell-
cell contact

Hyperthermia
Deprivation of
growth factor

T/B-
antigen receptor

Granzyme

DNA
damage
(UV light,
irradiation)

D. Phagocytosis of apoptotic cells

Effector genes
-p53
-nur 77
-c-myc
-ICE
Apoptosis
promoting
genes

Apoptosis-
inhibiting
genes

-bcl-2
-bcl-xL
-Rb

Survival Apoptosis
B. Regulation of apoptosis

O2, H2O2
OH, NO

i

-bax
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-bcl-xS

C. Caspase activation by mitochondria
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Activation of further caspases, apoptosis
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Relationship between diameter d of
precipitate ring and antigen concentration

A. Heidelberg curve
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C. Precipitation techniques in fluid phase

D. Simple radial immunodiffusion (RID) according to Mancini
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C. Immunoelectrophoresis (time course of procedure )

Possible
precipitation
patterns
of anti-!, "-
antiserum with
mixtures of the
antigens !, "
in spots x and y

Antigen

or:

or:
Identity No identity Partial identity

x = y x # y x

!

A. Radial double diffusion (Ouchterlony)

Principle

 Anode Cathode

Ab Ag
(anti-ENA) (ENA)

Anti-ENA ENA

B. Transmigration electrophoresis ( countercurrent electrophoresis )

Start

Electrophoresis

Antiserum/diffusion in gel

Precipitation
Immunoelectrophoresis

Cathode Anode

Precipitation
line

D. Electrophoresis in antibody-containing gel (rocket electrophoresis)

x y

! ! " ! !"

" "

!" !"

Ag

Ag

Anode Cathode

x y

Anti-!, "

x y

Anti-!, "

x y

Anti-!, "

Alb !1 !2 " $

A n t i s e r u m

Serum

x y x y

y
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1. Hemagglutination

Agglutination of
Ag-loaded test erythrocytes
in the presence of specific
antibodies in patient serum

A. Agglutination techniques
2. Latex  agglutination in  rheumatoid factor screening

RF
(IgM anti-IgG)

IgM-RF in
patient serum

Agglutination =
positive test reaction

Principle: competition between test system(Ag + Ab) and indicator system
(erythrocytes loaded with test Ab) for complement

Complement

Pre-incubationAg

Ab

Test system

Indicator system
(test erythrocytes,
loaded with test Ab)

No
hemolysis

Positive
result

Hemolysis

Negative
result
(complement
available for lysis
of test erythrocytes

Indicator system
(no specific
Ab present)

B. Complement-binding reaction (CBR)

IgG

Latex
particle

+

Complement
Ag (exogenously added)
Ab (patient serum) (complement

bound by antigen-
antibody  complex)

+

Test system

Sheep
erythrocyte

Before: chemical
binding

Ag

Test system

Test system

Complement
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A. Enzyme-linked immunosorbent assay (ELISA)

Indicator (no color)
+ substrate
(H2O2)

Indicator-H (colored)
+ H2O

Color reaction

Detection of specific antibodies directed
against an antigen by enzyme-labeled
secondary antibodies ( conjugate )

Sandwich ELISA
for sensitive antigen detection
(e.g. cytokines)

Anti-mouse
antibody
Monoclonal Ig

Polyclonal Ig
(e.g. rabbit-
anti- xy)

C. Radioimmunoassay (classical method)

Principle: antibody in patient  serum competes with radioactively
labeled test antibody

Se
ru

m
 +

 tr
ac

er Test Ab

Patient
antibodies

Antigen at solid phase

Measurement of  radioactivity

High titer:
low
radioactivity

Low titer:
high
radioactivity

B. C1q solid-phase ELISA

Anti-human Ig
with subsequent
color reaction

D. Immunoblotting (Western blot)

B. burgdorferi proteinsHuman Ab  against  B. burgdorferi

Alkaline phosphataseMouse Ab against human Ig AP

1. SDS-PAGE 2. Transfer 3. Staining
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A. Isolation of mononuclear cells  from peripheral blood

Diluted
blood

Ficoll
(density: 1.077)

Centrifuge

Mononuclear
cell fraction
Ficoll

Granulocytes,
erythrocytes,
platelets

B. Separation of T and B lymphocytes: Rosette formation

Sheep
erythrocytes

Mononuclear  cells Binding of sheep erythrocytes
to T cells: rosette formation

FicollCentrifuge

Non-T fraction
(B lymphocytes,
monocytes

T lymphocytes,
sheep
erythrocytes

C. Antibody-mediated separation of cell fractions

Plastic surface
coated with
antibodies

Antigen-
negative
cells

Antigen-
bearing
cells
adhere

1. Panning method

Antibody
labeled with
iron beads

Antigen-
negative
cells

Antigen-
bearing
cells
attracted by
magnet

2. Immunomagnetic separation

M
ag

ne
t

Laser

Positive cells Negative cells

Photomultiplier
for side-scattered
light

Forward scatter

D. Cell separation by flow cytometry

Cells in suspension
Vibrating cuvette

–
–

+
+

– +

Dichroic mirrors

Bandpass filter

Photomultiplier for
light
530–550 nm (green)

Photomultiplier
for light
560–580 nm (red)

Light-sensitive
photodiode
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Stimulus

GM-CSF
IL-2, IL-4
IFN-!

1. Cytokine measurement
1. (ELISA)

2. Flow cytometry [Ca2+]i

[C
a2+

] i

3. Expression of
3. activation antigens

A. Activation assays

CD69

CD71

CD25

HLA-DR

T0 4 12 24

100 2 4 6 8

Dist.
H2O

Scintillation
fluid

"-counter

cpm (counts
per minute)

Vacuum

Glass fiber filter
captures cells

48 h

37˚C

5% CO2

– Mononuclear  cells
– Stimulus (lectins, antigens)
– Growth factors

Cell division: DNA synthesis
incorporation of 3H-thymidine
in new  DNA strands

B. Proliferation assay

C. T-cell function in vivo: Mérieux multitest

3H-thymidine = Radioactive

16 h, 37 ˚C, 5%CO2
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C. Cytotoxicity assay: Jam test

4-7 days
37°C

5% CO2

– Mononuclear cells (MNC)
– Antigen
– Human AB serum

+ Irradiated
autologous MNC
+ Antigen
+IL-2

37°C

5% CO2

Repeat 3 – 4x

Cell
growth

Limiting dilution
1000 cells/well
   100 cells/well
      10 cells/well
         1 cell/well
     0.3 cell/well

+ Antigen
+ IL-2

A. Generatiion of  antigen-specific T cell clones

Binds to
intracellular
proteins

Washing

No
effector cells =
background

Effector/target
ratio1 : 1

Effector/target
ratio 5 : 1

Effector/target
ratio  20 : 1

Maximal  cell lysis

B. Cytotoxicity assay: Chromium release assay

Target cell
+ 3H-thymidine

Labeled
DNA

Effector
cell

Target cell
apoptosis

Fragmented DNA

!-counter

Only
intact
DNA
sticks
to
filter

Dist.
H2O

waste

1. 2.

3. 4.

cpm without
effector cell

cpm probe

cpm without effector cells

x 100
Filter

+ Triton

Medium

7 days

cpm probe – cpm background

cpm maximum – cpm background
x 100

cpm = counts per min

Lysis in %
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Detection Ab
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Dangerous when
other subclasses
are absent

B. Dysgammaglobulinemia

Xq21

X-linked
recessive

Pyoderma Meningitis

Infections
of upper
and lower
airways
Sepsis

Albumin

!1 !2 " #-fraction
is missing

Serum protein electrophoresis

IgG1 + IgG3 IgG2

IgG3

Fc# receptor

Monocyte

Ag
C1q

Complement
cascade

Not able to
activate
complement

Produced from
2nd year or life on;
Ab against bacterial
polysaccharides,
teichoic acid

S. pneumoniae,
H. influenzae,
N. meningitidis

t
~12 days

2. Hyper-IgM syndrome

Xq26

IgG or IgA

Class switch

A. Bruton’s agammaglobulinemia

C. CVID: Common  variable immunodeficiency – possible causes

pre-B

Circulating
B cell

Arrest in
pre-B
phase

Auto-Ab

Impaired
TH regulation

Plasma
cell

Defective
glycosylation of Ig

Recurrent
pneumonia

Bronchiectasis

Gastrointestinal
symptoms:
spruelike celiac
disease,
diarrhea,
malabsorption

Bacterium      Opsonization,
phagocytosis,
Ab-mediated
cellular
cytotoxicity
Absence      increased
susceptibility to
bacterial infections

Absence      increased
susceptibility
to infections

IgG4

Dangerous when IgG1
is absent because of
short half-life of  IgG3

of IgG1 = 23 days
Half life  (t      ):

1. Selective IgG subclass defects/properties of IgG subclasses

CD40
ligand

Ag
TCR MHC

CD40

Mutations
in the gene for
CD40 ligand

IgM or IgD

Pro-B Virgin-B

Association
with HLA-A1,
B8, DR3, see
SLE-association

1 2

1 2
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Clinical triad

C. Ataxia telangiectasia

A. Forms of SCID

V+D+J+C VDJ+C!

Recombinase

TCR, " chain
IgG, heavy
chainRAG I, II-genes

X-linked
recessive

Point
mutationXq13

B. Di George syndrome

22q11

Embryonic
developemental
disorder
of 3rd and 4th
pharyngeal
pouches

Eustachian tube

Pharyngeal tonsil

Ultimobranchial
body (C cells)

Thymus

Lateral pharynx

Autos. recessive,
heterogenous
group

Chromosomal
instability

Breakages and
translocations
in chromosome 14
(gene loci for
TCR and Ig) Clinical triad

1. Oculo-1.
   cutaneous
1. telangi-
1. ectasia
2. Cerebellar
2. ataxia

3. Dys-
     morphism

Ionizing
radiation
#, ", !,  X

Thymidine
dimer

Impossible
to repair
DNA
damage

D. Wiskott – Aldrich syndrome

Xp11.22

CD43
(Sialoglyco-
proteins)

Impaired
function

3. Thrombo-
3. cytopenic
3. purpura:
3. epistaxis;
3. petechial
3. skin bleeding;
3. melena

1.Frequent infections

2. Eczema
2. constitution

Facial
abnormalities

Hypopara-
thyroidism

Hypo-
calcemic seizures

Aortic
arch
malformation

Thymic
hypoplasia

Frequent
infections

1.

2.

3.

4.

5.

Caution during
radiodiagnostics!

Clinical
picture

2

1

IL-2-receptor

# " !

Bundle formation
of actin filaments
in cytoskeleton

Thrombo-
cytes

T cells

cCa2+ cpi

Parathormone

Parathyroid
glandsUpper

Lower
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Complement activation
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A. Structure of the genome and the virion

D. Cells susceptible to HIV
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A.Time course of HIV Infection

Symptom-free interval ARC AIDS

Cytotoxic T cells
Helper T cells

Anti-HIV antibodies
HIV particles

Time (years)
1 2 3 4 5 6 7 8 9 10 11 12

C. AIDS

B. Immune response

Opportunistic infections

AIDS

Neurological complications HIV-associated tumors
Pneumocystis carinii
Toxoplasmosis
Mycobacteria
Herpes  viruses: HSV, CMV, EBV

Peripheral
neuropathy

Kaposi’s sarcoma
Malignant lymphomas: NHL

– Acute infection,
    often unapparent
– Symptom-free
    carrier

– Viral mutation
– Viral replication

Infection Immune response

– Virus activated by
-  other infections ?
– Migration into brain ?

– Insufficient-
    immune response

– Viral remains active

– New mutations
– Increased
    viral replication

ARC

– Loss of immune cells
-  CD4+ T-cells <400/µL

– Anti-HIV antibodies
– Immune cells
    that recognize HIV
– Cellular cytotoxicity

– Viral  suppression

– New  immune response
– Humoral and cellular
    adjustment to new
    epitopes

– Viral  suppression

– Sexual intercourse
– Blood products
– Mother          child
– Infected needles

Pneumocystis carinii infection Kaposi’s sarcoma

Acute phase

Months

Acute meningo-
encephalitis

Chronic
AIDS-
encephalo-
pathy

Vacuolar
myelopathy
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Translation

Immune response
Cellular

Humoral

A. Diagnosis of HIV infection by ELISA�

Patient
   serum

Well coated with HIV
antigen

Anti-human-Ig
   + enzyme

Chromagic
substrate

Substrate is enzymatically
processed Photometric

determination

Produced  DNA

Reverse
transcriptase

RNA a) Blocking of
catalytic center

Plasmid

MHC I–peptide
complex

Binding to  MHC I molecules

Endogenous
processing

Translation

Free proteins

1. Antiviral drugs

3. Interleukins

Antigen,
mitogen

TCR

Activated
CD8+ T cell

IL-16

Infected CD4+ T cell

MIP-1!/",
RANTES

Chemokine
receptor

CD4
B. Treatment strategies

b) Incorporation
     of wrong

nucleoside,
strand breakage

H3C
H

N

O

NNN

Azidothymidine
                      (AZT)

Nevirapin

HO

H

N O

CH3

N

ON3 O

2. Pure  DNA as vaccine

RER

?

HIV-provirus Signal transduction

Virus production

Non-
infected

Viral proteins Protease

c) Blocking of catalytic center because of
similarity with cleavage site

N N

H

O O NH2
H

N N

H

OH O

H

N
H

Saquinavir

O
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A. Mechanisms of hemolysis

Complement
binding Ab
(IgM)

– Free
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Coombs serum 3. Indirect Coombs test

B. Detection of erythrocyte antibodies: Antiglobulin test (Coombs test)
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2. Direct  Coombs test
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Warm antibodies = IgG, rarely IgM, IgA
Macrophage

Fc-mediated
phagocytosis

Spleen+37°C+20°C

B. Warm antibodies

Anemia
jaundice

Hepato-
splenomegaly

C. Clinical features

A. Pathogenesis of autoimmune hemolytic  anemia

APC Infections
– Myco-
- plasms
– Viruses

B cell T-helper

Collagen
vascular diseases
– SLE

Alteration of T-cell regulation:
– lymphoproliferative disease
   (AILD)
– thymoma

Clonal
transformation
– Hodgkin’s disease
        CLL, NHL

Plasmocytoma

Regulatory T cell

Idiopathic

D. Treatment of warm antibody-induced
autoimmune hemolysis

Prednisone:
20% success

1. Reduced
     Ab production

2. Reduced2.
     phagocytosis

Saturation of
Fc-receptors by
high-dose i.v.
immunglobulins

Splen-
ectomy

Immuno-
suppressive
therapy:

Cyclo-
phosphamide

Azathioprine

Cyclosporine

Spleen
irradiation

LDH

Haptoglobin

Urobilinogen

Hyperplasia
of
bone marrow,
erythropoiesis

CH2C

CH3

NH2

C COOH

!-methyldopa-type

Drugs

Anti-CD20
antibody
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– Idiopathic
(chron. cold
agglutinin
disease)

–Lymphomas,
myeloma

– Solid  tumors

Infections
– Mycoplasma

pneumonia
– Infectious

mononucleosis
– Cytomegaly
– Listeriosis

Predominantly anti-I
(adult erythrocytes)

Anti-i (fetal
erythrocytes)

Anti-I (adult
erythrocytes)

0

2. Thermic  amplitude

- Falsely
   high
   MCV

3. Changes in blood chemistry 4. Clinical symptoms

C. Therapy

1. Specificity of  cold antibodies

- Anemia

A. Autoimmune  hemolysis by cold antibodies

- Acrocyanosis

- Livedo
- reticularis

- Trophic
- disorders

- Falsely
- low
- erythrocyte
- count

Monoclonal
agglutinins

Polyclonal
agglutinins

20º 30º10º 40ºC
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+4°C +20°C +30°C

Cold antibodies
= IgM, rarely IgG

Kupffer cell

Intravascular
hemolysis or

C3-receptor-
mediated
phagocytosis

0%

B. Mechanisms of hemolysis

Ab binding Complement
activity

Hemolysis
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0%
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!,($)--,'. /.-$%+0)0 8,. ($ #$%& !'()*$&).0!

"

!

#
%)'

)3
5%

:-
-
,'

$
%$
7
+

;<=

"Burmester, Color Atlas of Immunology © 2003 Thieme
All rights reserved. Usage subject to terms and conditions of license.



!" #$%&'()*%+,* !%-./00%), 1,0.234/4

!"#$%&'( )'#%* +*&,-(%.% /( ' 0#&/*" ,1 .&2
&#0* &*)+'0.%&%3
! 40 5*0.).--.02.06#)*6 +*&,-(%.%7 8+* 6"#$

')8% '% ' "#$%&'3 40 8+.% )'%*7 8+* '08./,6.*%
'"* %5*).1.)'--( 6."*)8*6 '$'.0%8 8+* '08./.,2
8.)3 98".)8-( %5*':.0$7 8+.% 6,*% 0,8 ;#'-.1(
8+*& '% 8"#* '#8,'08./,6.*%3 <*&,-(%.% ,)2
)#"% .1 8+* 6"#$ 1."&-( '88')+*% 8, 8+* )*--
&*&/"'0* ,1 =>?%3 @*0.).--.0 )'0 *A*0
1,"& ),A'-*08 /,06% B.8+ 5",8*.0% ,0 8+*
=>? &*&/"'0*3 <.$+ '08./,6( 8.8*"% '"*
&,%8 ),&&,0-( ,/%*"A*6 .0 5'8.*08% "*)*.A2
.0$ +.$+26,%* 5*0.).--.03 C+* '08./,6.*% .0
;#*%8.,0 '"* #%#'--( 4$D B'"& '08./,6.*%7
'06 +*&,-(%.% ,))#"% 6#* 8, E)2&*6.'8*6
5+'$,)(8,%.%3 @'8.*08% 8"*'8*6 B.8+ )*1'-,%2
5,".0% 1"*;#*08-( 6*A*-,5 5,%.8.A* ?,,&/%
8*%8%7 /#8 +*&,-(%.% ,))#"% "'"*-(3

( F8+*" 6"#$%7 %#)+ '% ;#.0.6.0* ," %8./,5+*07
1."%8 1,"& .&&#0* ),&5-*G*% B.8+ 4$D ,"
4$H '08./,6.*% 6."*)8*6 '$'.0%8 8+* 6"#$3
C+*%* .&&#0* ),&5-*G*% 8+*0 /.06 8, 8+*
%#"1')* ,1 8+* "*6 /-,,6 )*--%3 C+.% ')8.A'8*%
8+* ),&5-*&*08 )'%)'6*7 8+*"*/( -*'6.0$ 8,
-(%.% ,1 #0.0A,-A*6 =>?%3 C+.% .% %,&*8.&*%
"*1*""*6 8, '% 8+* I)''*+&'% ,-.%#'/&0J&*2
)+'0.%& ,1 +*&,-(%.%3 C,6'(7 &'0( B,":*"%
/*-.*A* 8+'8 '8 -*'%8 %,&* ,1 8+* '08./,6.*%
'"* 6."*)8*6 '$'.0%8 "*62)*-- '08.$*0% '06
8+'8 8+* 6"#$% )'#%.0$ 8+.% 8(5* ,1 +*&,-(%.%
')8 '% +'58*0%3 40 ,8+*" B,"6%7 8+*( &#%8 /*
/,#06 8, )'"".*" 5",8*.0% .0 ,"6*" 8, $*0*"2
'8* '0 .&&#0* "*%5,0%*3

1 ?*"8'.0 6"#$%7 %#)+ '%!23&%"-4/*$#7 .06#)*
8+* %5*).1.) .0+./.8.,0 ,1 "*$#-'8,"( C )*--%7
8+*"*/()'#%.0$ 8+* #0),08",--*6 5",6#)8.,0
,1 '#8,'08./,6.*%3 C+.% .% ' 8"#* 1,"& ,1 '#8,2
.&&#0* +*&,-(8.) '0*&.'3 C+* '08./,6.*%
"*')8 &,%8-( B.8+ "+*%#% '08.$*0 ),&5,2
0*08%3 K55",G.&'8*-( LMN ,1 5'8.*08% ,0
!2&*8+(-6,5' 6*A*-,5 '08./,6.*% O5,%.8.A*
?,,&/%P 8*%8Q7 /#8 ,0-( '",#06 LN B.--
6*A*-,5 +*&,-(%.%3

5" 6$7)48%4/.) 9,7+-/.)4

K6A*"%* *A*08% &'( 6*A*-,5 '18*" ' /-,,6
8"'0%1#%.,03 9*A*"* +*&,-(8.) "*')8.,0% '"*
#%#'--( '88"./#8'/-* 8, 8+*&.%8':*0 8"'0%1#%.,0
,1 .0),&5'8./-* /-,,63 KL7 R*--7 '06 !#11( '08.2
$*0% '"* &,%8 ),&&,0-( .0A,-A*63 K-8+,#$+
%8",0$-( .&&#0,$*0.)7 "+*%#% '08.$*0% '"*
"'"*-( 8+* )'#%* ,1 8"'0%1#%.,0 "*')8.,0% /*2
)'#%* "+*%#% .0),&5'8./.-.8( .% *'%.*" 8, 6*8*)83

E*/".-*7 0,0+*&,-(8.) "*')8.,0% ,))#" .0
'/,#8 LN ,1 '-- 8"'0%1#%.,0%3 C+.% 8(5* ,1
5,%828"'0%1#%.,0 "*')8.,0 .% '0 '--*"$.) "*')8.,0
.06#)*6 /( '--*"$*0% ," 4$S .&&#0,$-,/#-.0%
.0 8+* %*"#& ,1 8+* 6,0,"3 C+* '--*"$*0% -*'6
8, 8+* "*-*'%* ,1 4T2L '06 +.%8'&.0*3 C+* #%*
,1B'%+*6/-,,6," 5"*&*6.)'8.,0B.8+'08.+.%2
8'&.0*% %+,#-6 "*6#)* 8+.% 5",/-*&3

K--,.&&#0.U'8.,0 '$'.0%8 1,"*.$0 <TK '08.2
$*0% O),08'&.0'8*6 -*#:,)(8*% .0 8+* /-,,6
5",6#)8Q7 ," '$'.0%8 "*62)*-- S7 !7 ? '08.$*0%7
&'( ,))#" '18*" /-,,6 8"'0%1#%.,0 .0 &#-8.5-(
8"'0%1#%*6 ," &#-8.5'",#% 5'8.*08%3 C+* 5",2
)*%%*% ,1 '--,.&&#0.U'8.,0 '"* 5+(%.,-,$.)'-
.&&#0* "*')8.,0% 8+'8 )'0 /* &.0.&.U*6 /(
-*#:,)(8* 1.-8*".0$ '06 )'"*1#- 6,0," %)"**0.0$3

!"#$%&'(")*)&+,)% ODV<Q "*')8.,0 O%** 53 LMWQ
.% ' "'"* ),&5-.)'8.,0 ,1 /-,,6 8"'0%1#%.,03 DV<
"*')8.,0% '"* )'#%*6 /( A.'/-* -(&5+,)(8*% .0
8+* 8"'0%1#%.,0 5",6#)8 8+'8 '88'): 0,"&'-
8.%%#* .0 '0 .&&#0,),&5",&.%*6 8"'0%1#%.,0
"*).5.*083 C+.% 5",/-*& )'0 /* 5"*A*08*6 /(
#%.0$ -*#:,)(8* 1.-8*"% ," /( .""'6.'8.0$ 8+*
/-,,6 5",6#)8 5".," 8, #%*3

C+* #%* ,1 ),08'&.0'8*6 /-,,6 5",6#)8% .%
"'"*-( 8+* )'#%* ,1 .01*)8.,0 8"'0%&.%%.,03
C+* &,%8 1"*;#*08-( 8"'0%&.88*6 5'8+,$*0%
'"* +*5'8.8.%7 )(8,&*$'-,A."#%7 '06 <4V3 H'-'"2
.'7 ?+'$'%P 6.%*'%*7 '06 1.-'".'- 6.%*'%*% )'0 /*
8"'0%&.88*6 .0 *06*&.) "*$.,0%3 >')8*".'7 %#)+
'% -)(*.,/,0#)7 12 3,457 '06 6(")505#7 '"* "'"*-(
8"'0%&.88*6 .0 /-,,6 6,0'8.,0%3

@'8.*08% B.8+ 4$K 6*1.).*0)( OLXYZZ .06.A.2
6#'-%Q &'( '-%, 6*A*-,5 '0'5+(-')8.) "*')8.,0%
'18*" /-,,6 8"'0%1#%.,0%3 C+* "*'%,0 .% 8+'8 8+*
8"'0%1#%.,0 5",6#)8% ,18*0 ),08'.0 %&'-- ;#'02
8.8.*% ,1 %*"#& .&&#0,$-,/#-.0%3 C+*%* 5'2
8.*08% %+,#-6 8+*"*1,"* "*)*.A* ,0-( )'"*1#--(
B'%+*6 /-,,6 5",6#)8%3

1,0.23-/+ #/4,74,4 7)* :3-.;,)/74!

"

!

:
2/)

/+
72

(0
0
%)

.
2.
&
3

<=>

" Burmester, Color Atlas of Immunology © 2003 Thieme
All rights reserved. Usage subject to terms and conditions of license.



A. Drug-induced autoimmune hemolysis

E.g., penicillin Binding to erythrocyte membrane

1. Hapten type

E. g.,
quinidine,
stibophen, etc.

B cellRegulatory T cell T-helper Auto-Ab production

2. Innocent bystander type

3. !-Methyldopa type

CH2C

CH3

NH2

C COOH

HO CH R

CH2O R CH2O R

R

HO CH R
HO CH R

B. Transfusion reactions

Infections

Graft-versus-host reaction

Anti-HLA
Anti-C, D, E

Anti-A1
Anti-Kell
Anti-Duffy

Hemolytic  reaction

39 °C

Febrile reaction

IgE

Allo-immunization

C, D, E-
antigens HLA
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Viral  infections
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with heparin !!
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Transfusion
(posttransfusion
purpura)

gpIIIa
gpIIbFcRII

Heparin

Idiopathic
autoimmune
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Newborn
neutropenia
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Felty’s syndrome

HIV

LGL
lymphocytosis

Megakaryo-
cytopoiesis

ErythropoiesisC. Pure red cell aplasia
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cytopoiesis

1. Pathogenesis
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Regulatory cell

Regulatory cell
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Parvoviruses

Stromal
cell

2. Petechial  bleeding

3. Increased megakaryocytes
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A. Hematopoiesis and origin of leukemia

Chronic  Myeloid  Leukemia (CML)

Acute Myeloid Leukemia (AML) Acute Lymphatic Leukemia (ALL))
M0 = Undifferentiated AML
M1 = AML without maturation
M2 = AML with maturation
M3 = Promyelocytic leukemia
M4 = Myelomonocytic leukemia
M5 = Monoblastic/monocytic leukemia
M6 = Erythroleukemia
M7 = Megakaryocytic leukemia

undifferentiated  ALL
T-ALL
B-ALL

BFU-E CFU-B CFU-Eo CFU-GM B T

CFU-
GEMM

B. Immunophenotypic features of acute myeloid leukemias

M0
M1
M2
M3
M4
M5
M7
M6

MPO HLA-DR CD34 CD117 CD13 CD14 CD15 CD33 CD61 CD64

C. Immunophenotypic  features  of  acute lymphatic leukemias

D. Cytogenetic  features of acute  myeloid  and lymphocytic  leukemias

t (8;21)

inv (16), del (16q)

t (15;17)

t (11;17)

del (11) (q22-23)

t (9;11), t (11;19)

monosomy/del 7 & 5
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M3-like
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t (8;14), (2;8), (8;22)
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Lymphatic  leukemias
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A. Lymphoma entities: REAL classification vs. Kiel classification
2.  Kiel classification1.  REAL classification

T-CLL /T-PLL (prolymphocytic leukemia)

Large cell granular lymphocyte leukemia
a) T-cell type;  b) NK-cell type

Mycosis fungoides/Sézary syndrome

Peripheral T-cell lymphomas,
subcutanous panniculitic lymphoma (preliminary),
hepatosplenic !-"-lymphoma (preliminary)

Angioimmunoblastic T-cell lymphoma

Angiocentric  lymphoma

Intestinal  T-cell lymphoma (+/- enteropathy)

Adult  T-cell lymphoma/leukemia, HTLV1+

Anaplastic large cell lymphoma (T and null)

I. Precursor T-cell neoplasias
Precursor T-lymphoblastic  lymphoma /leukemia

II. Peripheral T-cell and NK-cell neoplasias

1.

2.

3.

4.

5.

6.

7.

8.

9.

CLL, PLL, small-cell  lymphocytic lymphomas

Lymphoplasmacytoid  lymphoma (immunocyt.)

Mantle cell lymphoma

Follicular center  lymphoma, follicular, grade  I – III
diffuse  (predominantly small cell) (preliminary)

Marginal zone-B-cell lymphoma,
extranodal (MALT-type, +/- monocytoid B cells),
nodal (+/- monocytoid B cells)

Marginal zone lymphoma of the spleen (preliminary)

Hairy cell leukemia

Plasmocytoma/myeloma

Diffuse  large cell B-cell lymphoma (subtype:
primary mediastinal  large cell B-cell lymphoma)

Burkitt’s lymphoma

High-malignancy  B-cell  lymphoma, Burkitt-like

I. Precursor B-cell neoplasia
Precursor-B-lymphoblastic  lymphomas/leukemias

II. Peripheral  B-cell neoplasia

1.

2.

4.

5.

6.

7.

8.

10.

11.

B-lymphocytic  lymphoma

Lymphoplasmacytic  immunocytoma

Centrocytic  lymphoma
Centrocytoid subtype of centroblastic  lymphoma

Centroblastic-centrocytic  lymphoma
Follicular, diffuse

Monocytoid lymphoma, including marginal
zone lymphoma

Hairy cell leukemia

Plasmocytic lymphoma

Centroblastic lymphoma, B-immunoblastic
Lymphoma, large cell anaplastic Ki1+ lymphoma

Burkitt’s-lymphoma

Centroblastic, immunoblastic  lymphoma

B-lymphoblastic  lymphoma

T-lymphocytic  lymphoma, CLL-type, PLL-type

T-lymphocytic lymphoma, CLL-type

Mycosis fungoides, Sézary syndrome

T-zone lymphoma, lymphoepitelioid  lymphoma,
Pleomorphic small/large cell lymphoma,
T-immunoblastic lymphoma

Angioimmunoblastic  lymphoma (AILD, LgX)

Pleomorphic HTLV1+ lymphoma

Anaplastic  large cell T-cell lymphoma (Ki1+)

T-lymphoblastic  lymphoma

B-Cell  Lymphomas

Hodgkin’s Lymphoma

Lymphocyte-predominante type
Nodular-sclerosis type
Mixed cellularity type
Lymphocyte depletion type
Lymphocyte-rich classic type

Nodular sclerosis  type
Mixed cellularity type
Lymphocyte-depletion type
Lymphocyte-predominante type

I.
II.
III.
IV.
V.

9.

T-Cell and Natural Killer-Cell Lymphomas

3.
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E. Therapy

B cell

Monocyte/
dendritic
cell

Activated
B cell

Reed-
Sternberg
cell

CD30L

VH-
genes

Cytokine
secretion

T cell

EBV

CD30
CD15
CD25
CD71
HLA-DR
(CD20)
(CD2)
(CD3)
(CD4)

A. Pathogenetic  model

B. Histological  classification

Lymphocyte pre-
dominant type ca.12%

Nodular sclerosis
type ca. 46%

Mixed cellularity type
ca. 31%

Lymphocyte-depletion
type  ca. 10%

C. Symptoms

B-symptoms:

–Fever > 38°C
–Weight loss- > 10%
–Night sweats

–Anemia
–Leukocytosis
–Thrombocytosis
–Eosinophilia

Extranodal
manifestations

Liver

Bone marrow/
bone

Lung,
pleura,
pericardium

Skin

D. Laboratory findings

1. Radiotherapy 2. Polychemotherapy 3. Experimental
approaches

– Adriamycin
– Bleomycin
– Vinblastine
– Dacarbazine

– Cyclophosphamide
– Oncovin (Vincristine)
– Procarbacine
– Prednisone

Autologous
stem cell
transplantation

Upper
mantle field

Inverted Y

Hodgkin’s
cell

CD3 CD30

T cell

?

?

?

High-dose
chemo-
therapy

Signs of
inflammation

Erythrocyte
sedimentation

Bispecific
antibody

–Pruritus
– Itching
–“Alcohol pain”
–Bone pain

BEACOPP     E = etoposide

1'.(E+*F2 9+2)$2)!

"

!

3
/+*

+,
$/

@7
7
A*

'
/'
(
6

BCC

"Burmester, Color Atlas of Immunology © 2003 Thieme
All rights reserved. Usage subject to terms and conditions of license.



!" #$%&'$()$ *+,-./0)123(45&
,-./0).36,%'7%.53 8*+,9,:

!"#$%&'()*+,- ("#$%&#)* $.,#).,(").,*/ 0.&#
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$.,*/ ).&612 @A> &0 )(( ("#$%&#) -)*/* ,1 -%,(8
2./19 B1 )26(+*5 &1 +%/ &+%/. %)125 +%/" -&#8
$.,*/ &1(" ).&612 <> &0 )(( 1&18C&2;7,1D*
("#$%&#)* EFC!G )12 ).&612 H=> &0 )(( )-6+/
("#$%)+,- (/67/#,)*9 I&61; #/1 )./ #&*+
-&##&1(" )00/-+/29 ?%/" $./*/1+ 4,+% .)$,2("
;.&4,1; #/2,)*+,1)( #)**/* E).,*,1; 0.&# +%/
+%"#6*G )12J&. $/.,$%/.)( ("#$%)2/1&$)+%"9
B0 (/0+ 61+./)+/25 +%/ ("#$%&#) -/(( -&1+/1+*
)./ ./(/)*/2 0.&# +%/ ("#$% 1&2/* )12 +%/ 2,*8
/)*/ .)$,2(" $.&;./**/* +& 2/)+%9 !"#$%&'()*+*
).,*/ 0.&# +%"#&-"+/*K +%/" %)L/ .&612 16-(/,
4,+% *#)(( M6)1+,+,/* &0 -"+&$()*#9 ?%/ +6#&.
-/((* /N$./** OPQ )12 OPR ,1 +%/ -"+&$()*# &.
&1 +%/ -/(( *6.0)-/9 ?%/ /N$./**,&1 &0 &+%/.
?8-/((#).7/.*5 *6-% )*OP< )12 OP=5 ,* L).,)'(/9
?%/ /13"#/ +/.#,1)( 2/&N"16-(/&+,2"( +.)1*8
0/.)*/ E?2+G ,* +"$,-)((" /N$./**/2 ,1 +%/ 168
-(/6*9 S;;./**,L/ -%/#&+%/.)$" -)1 -6./ +%,*
&+%/.4,*/ 0)+)( 2,*/)*/9
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16-(/, 4,+% $.&#,1/1+ 16-(/&(, )12 ) ./()8
+,L/(" '.&)2 -"+&$()*#9 ?%/" )./ +%/./0&./
-()**,0,/2 )* $.&("#$%&-"+/*9 ?%/ 2,*/)*/
,* ,12,*+,1;6,*%)'(/ 0.&# ?8-/(( $.&("#$%&8
-"+,- (/67/#,) E?8T!!G9 ?%/ ("#$%&-"+/*
6*6)((" ,10,(+.)+/ +%/ '&1/#)..&45 *$(//15 (,8
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*7,1 )12 #6-&*)/9 !"#$%&-"+/ -&61+* &0
&L/. HAA AAAJ##R )./ &0+/1 &'*/.L/29 ?%/
(/67/#,- -/((* /N$./** +%/ ?8-/(( #).7/.*
OP<5 OPR5 OP=5 OPQ )125 ,1 #&*+ -)*/*5
OP@ EU=>GK +%/ -&1-&#,+)1+ /N$./**,&1 &0
OP@ )12 OPV ,* &--)*,&1)((" &'*/.L/29 B18
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S1/#,) )12 #,(2 *$(/1&#/;)(" 6*6)((" &-8
-6. ,1 +%/ ?8-/(( *6'+"$/9 ?%/ -&6.*/ &0 2,*8
/)*/ ,* #,(25 4,+% -"+&$/1,) '/,1; +%/ #&*+
-&##&1-)6*/&0 *"#$+&#*9 ?%/ +6#&.-/((*
%)L/ )1 /--/1+.,-5 .&612,*% +& &L)( 16-(/6*
4,+%,1 ) $)(/ '(6,*% -"+&$()*# -&1+),1,1;
)36.&$%,(,- ;.)16(/*9 ?%/ $%/1&+"$/ &0 +%/
?8-/(( *6'+"$/ EOPRZ5 OPVZ5 OPHUZ5 ?O]!"ZG
-&../*$&12* +& -"+&+&N,- ? -/((*9 ?%)+ &0 +%/
F[ *6'+"$/5 &1 +%/ &+%/. %)125 ,* OPR85
?O]!"85 OP=UZJ85 OPHUZ5 )12 OPVZJ89

# !"#$%&% '()*$&+,%5 ) -6+)1/&6* ("#$%&#)5
)12 -/̂./0" %")+0$1,5 ,+* ;/1/.)(,3/2 -&618
+/.$).+5 ).,*/ 0.&# $/.,$%/.)( /$,2/.#&+.&8
$,- OP@Z ? -/((*9 ?%/ $)+,/1+* $./*/1+ 4,+%
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,1+& -6+)1/&6* $()M6/* &. 1&26(/*9 T)+,/1+*
4,+% :/̂3)." *"12.&#/ 2/L/(&$ 2,006*/ /."8
+%.&2/.#) E2$11, 0$(*,G5 4%,-% ,* *&#/8
+,#/* 61'/).)'(" $.6.,+,-9 C,;% 16#'/.*
&0 ("#$%&#) -/((* -,.-6()+/ ,1 +%/ '(&&2 ,1
:/̂3)." *"12.&#/5 '6+ &1(" ,*&()+/2 -/((* &-8
-6. ,1 #"-&*,* 061;&,2/*9 S1)$()*+,- ().;/8
-/(( ("#$%&#) ES!O!G #)" 2/L/(&$ )* +%/
2,*/)*/ $.&;./**/*9 C,*+&(&;,-)( *+62,/* ./8
L/)( +%/ $./*/1-/ &0 *#)(( ("#$%&-"+/*
4,+% -/./'.,0&.# 16-(/, ,1 ,10,(+.)+/* 0.&#
+%/ *7,1 )12 $).)-&.+/N &0 ("#$% 1&2/*9
?%/ +6#&. -/((* /N$./** OP<5 OPR5 OP=
)125 ,1 #&*+ -)*/*5 OP@9

$ 3,0&42,0/5 67#,55 5"142$1/% -)1 ).,*/ 0.&#
$/.,$%/.)( ?-/((* )+ L).,&6* *+);/* &0#)+6.)8
+,&19 ?%/*/ 1/&$()*#* -&#$.,*/ -)9HA> &0 )((
FC!9 ?%,* ,* ) %/+/.&;/1/&6* '6+ *+,(( $.&L,8
*,&1)((" 2/0,1/2 ;.&6$ &0 ("#$%&#)*9 ?%/
+6#&. -/((* &0+/1 %)L/ ,../;6(). 16-(/, )12
)./ ;./)+(" L).,)'(/ ,1 *,3/9 ?8-/(( #).7/.*
)./ L).,)'(" $.&1&61-/29 \&*+ &0 +%/ +6#&.
-/((* )./ OP@Z9 :&#/ %)L/ ) %,;% -&1+/1+ &0
/$,+%/(,&,2 -/((* E!/11/.+D* ("#$%&#) &.
("#$%&/$,+%/(,&,2 ("#$%&#)G9 C/$)+&*$(/8
1,- #J$ ("#$%&#) ,* -%).)-+/.,3/2 '" /N+/18
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-/((* /N$./** #J$ ?8-/(( ./-/$+&.*9
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?%,* /1+,+" #),1(" &--6.* ,1 f)$)1 )12 +%/
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'/(&1;,1; +& +%/ 0)#,(" &0 ,1*6(,1 ./-/$+&.*
E)1)$()*+,- ("#$%&#) 7,1)*/5 S![G +& ;,L/
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CD3+
CD7+
CD8+/-

CD103+

CD2+
CD3+
CD5+
CD4+
CD25+

CD30+
CD25+/-

CD3+/+
EMA+/-

B. Peripheral T-cell neoplasms

1. T-CLL (<1%)

A. Precursor T-lymphoblastic  lymphoma/leukemia

Bone marrow

CD7+
CD2+
CD3+
CD5+
CD4+(65%)

CD4+8+(25%)

TdT+

7. Intestinal
7. T-cell lymphoma (<1%)

8. Adult  T-cell lymphoma/
8. leukemia (<1%)

9. Anaplastic  large-cell
9. lymphoma ALCL  (~2.5%)

HTLV-1-infection

Extrafollicular
CD30+ blasts

CD7+
CD3+
CD2+/-

CD5+/-

CD1a+/-

–Mediastinum
–Bone marrow
–Blood
–Lymph nodes

HTLV1 genome

Thymus
2%

Peripheral CD4+ T-cell

Circulating peripheral cell
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CD3+/-

CD2+/-

CD5+/-

CD4+/-

Cytokine+++

CD2+
CD5+/-

CD7+/-

CD3+/+
CD56+

CD2+
CD3+
CD8+
CD16+
CD57+/-

TCRab+

CD2+
CD8+/-

CD16+
CD56+/-

CD57+/-

CD2+
CD3+
CD5+
CD7+(35%)
CD4+(95%)

CD3+/-

CD2+/-

CD5+/-

CD7-/+
CD4>CD8

2a) Large granular
2a) lymphocyte leukemia
2a) T-cell type (<1%)

2b) Large granular
2b. lymphocyte leukemia
2b. NK-cell type
2b. (<1%)

3) Mycosis fungoides/
3. Sézary syndrome (<1%)

4. Peripheral T-cell
4. lymphoma (~10%)

f) Subcutaneous panni-
f)f) culitic  lymphoma

a) Medium cell

c) Large cell
b) Medium and large cell

d) Lymphoepithelioid
e) Hepatosplenic
e)e) !" lymphoma

Peripheral epidermotrope
CD4+ T cell

Peripheral T cellNK or T cell?

??

Circulating  peripheral
CD8+ T cell / NK cell

Peripheral T cell  in different
phases of maturation

5. Angioimmunoblastic
5. T-cell lymphoma (~1%)

6. Angiocentric
6. lymphoma (~1%)

*+;%22 ,-./0).3(!

"

!

;
25@

5&
32

A.
.
'@

)
2)
>
-

BCG

"Burmester, Color Atlas of Immunology © 2003 Thieme
All rights reserved. Usage subject to terms and conditions of license.



!" #$%&'$()$ *+,%-- .'/)$(
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*"%%' "@$/"'' 19*"%%9'$"*)3)* &,().",'< '0*5 &'
ABCD< *6(#$%&'2)* ABEE< &,+ ABFD&: ;, 2&,6
*&'"'< ABCGH*#22#, IJJ &,().", )' &%'# $#')9
()-": ?5)' *#//"'$#,+' (# & '07./#0$ #3 %"08"9
2)&' 4)(5 & /"%&()-"%6 3&-#/&7%" $/#.,#')' ),
*5)%+/",< 70( ,#( ), &+0%(': ?5" "@$/"'')#, #3
'0/3&*" )220,#.%#70%),' 76 (5" %62$5#2&H
%"08"2)& *"%%' /"3%"*(' & -"/6 $##/ $/#.,#')':
?/&,'%#*&()#,' ),-#%-),. *5/#2#'#2"' C &,+
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), *5/#2#'#2" CC= &/" &%'# &''#*)&("+ 4)(5
& -"/6 $##/ $/#.,#')':

*" #%$012%$3- *+,%-- 4%)1-3(/(

! I/#0,+ KGL #3 &%% ,#,9M#+.8),N' %62$5#9
2&' &/" $"/)$5"/&% 19*"%% ,"#$%&'2': B)'9
"&'"' '0*5 &' *5/#,)* %62$5#*6()* %"08"2)&
O19AJJP #/ $/#%62$5#*6()* %"08"2)& O19QJJP
0'0&%%6 $/#+0*" %&/." ,027"/' #3 %"08#*6("'
), (5" $"/)$5"/&% 7%##+ &,+ "@(",')-" 7#,"
2&//#4 ),3)%(/&()#,: ?5" %62$5 ,#+"'<
'$%"",< &,+ %)-"/ 2&6 7" ),-#%-"+: R#'( 19
AJJ (02#/ *"%%' &/" '2&%% %62$5#*6("'
4)(5 /#0,+ ,0*%"): QJJ *"%%' &/" %&/."/ &,+
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#3(", 5&' & '%#4%6 $/#./"'')-"< ),+#%",(
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&.,#'"+ 76 7%##+ '2"&/ &,+H#/ 7#," 2&/9
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A5/#2#'#2" CS +"%"()#, #/ (/)'#26 CE #*9
*0/' ), &$$/#@)2&("%6 SGL #3 *&'"': B"%"()#,
#3 *5/#2#'#2"CF$ )' &''#*)&("+4)(5 & $##/
$/#.,#')':

" !"#$%&'"()' $*+,#+'"(&)- *"#$%&#+, O)#.
#/0&'"(&#+,P &/)'" 3/#2 '2&%% %62$5#)+

*"%%' (5&( 5&-" 7".0, (# +)33"/",()&(" ),(#
$%&'2& *"%%': R#'( *&'"' *#//"'$#,+ (# (5"
*%),)*&% $)*(0/" #3 V&%+",'(/#W2N' 2&*/#9
.%#70%),"2)& O'"" $: CXS#P: I**#/+),.%6< &,
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3#0,+: R#'( (02#/ *"%%' &/" '2&%% %62$5#9
*6("' 4)(5 & +)'(),*( 7&'#$5)%)* *6(#$%&'2<
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*"%%': ?5"'" %62$5#2&' &/" (6$)*&%%6 &''#9
*)&("+ 4)(5 (5" $/"'",*" #3 ),(/&*6(#$%&'2)*
)220,#.%#70%),' O*6(9;.P: B"%"()#,' #3 *5/#9
2#'#2" CC< CS< #/ CF &/" (5" 2#'( *#22#,
."," /"&//&,."2",(': I '07'"( #3 $&()",('
5&' *5/#2#'#2&% (/&,'%#*&()#, (ODYCXP ),9
-#%-),. (5" $+1.2 .",":

$ 3+0(*4 '4** *"#$%&#+ %&/."%6 *#//"'$#,+' (#
*",(/#*6()* %62$5#2& &' +"3),"+ 76 (5" Z)"%
*%&'')3)*&()#,: ?5" (02#/ *"%%' &/" '2&%% (#
2"+)029')>"+ %62$5#*6("' 4)(5 & ,#(*5"+
,0*%"0' &,+< ), '#2" *&'"'< %&/."/ ,0*%"#%):
?5" *"%%' "@$/"'' '0/3&*" )220,#.%#70%),'
&,+ ?9*"%%9&''#*)&("+ &,().", ABT: [-"/"@9
$/"'')#, #3 *6*%), BC< & *"%% *6*%"9&''#*)&("+
$/#("),< #**0/' +0" (# (/&,'%#*&()#, #3 *5/#9
2#'#2"' CC &,+ CX: ?5" +)'"&'" 2&),%6 &39
3"*(' #%+"/2", &,+ )' #3(", +)''"2),&("+ 76
(5" ()2" #3 +)&.,#')': ?5" $/#.,#')' )' $##/<
4)(5 &, &-"/&." '0/-)-&% ()2" #3 S\T 6"&/':
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(/#*6("' &/" 0'0&%%6 3&/2#/" $/"+#2),&,(: I
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$##/"/ $/#.,#')': ?5" (02#/ *"%%' &/" $#')9
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+&%: _@(/&,#+&% R^J O'P *#,')'( #3 1 *"%%'
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+ ?5" a_IJ *%&'')3)*&()#, O'"" $: CSGP +"3),"'
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*&()#, #3 *9#"' 5&' &%'# 7"", #7'"/-"+ ),
'#2" *&'"':

!-@/6<)((A, *"#$%&#+ &/)'"' 3/#2 1 %62$5#9
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CX: ?/&,'%#*&()#, #3 *9#"' (# (5" %).5( *5&),
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!!Q/#%)3"/&(),. $"/)$5"/&% 1 *"%%' 2&6 ),+0*" &
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EBV infection

B. Peripheral B-cell neoplasms

Deletions in chromosome 13
trisomy 12

A. Precursor B-lymphoblastic  lymphoma/leukemia

Bone marrow

TdT

CD10+/-

CD19+

CD79a
CD22 cyt

–Bone marrow
–Blood
–Lymph nodes

CD19+
CD20+
CD22 cyt
CD5+
CD23 +
SlgM (+)

SlgD (+)

CD19+
CD20+
CD22 cyt

PANB+

CD19+
CD20+
CD22+
SlgM+
cyt lg +/-

CD43-/+

CD19+
CD20+
CD22++
SlgM+
CD11c+
CD25+
CD103+

CD19+
CD20+
CD22+
SlgM+
CD10++

CD19+
CD20+
CD22+
Slg+/-

CD10+/-

Peripheral B cell in different
phases of differentiation ?

Translocation of
bcl-2 in 30%

Translocation of c-myc gene
t(8;14), t(2;8), t(8;22)

<1%

Recirculating
CD5+-CD23+ B cell

7. Hairy cell leukemia (<1%)

1. Chronic lymphatic
1. leukemia / prolympho-
1. cyte leukemia / lympho-
1. cytic lymphoma (~7%)

6. Marginal zone lymphoma
6.of the spleen (<1%)

10. Burkitt’s lymphoma (<1%)

11. High-malignancy
       Burkitt-like lymphoma
11. (~2.5%)
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Antigen stimulation
e.g., Helicobacter pylori

CD19+
CD20+
CD22 cyt
SlgM +
SlgD -/+
cit lg+

CD19+
CD20+
CD22(+)

CD5+
CD10 +/-

SlgM+

CD10+/-

CD19+
CD20+
CD22 cyt
SlgM,G,A+

CD19+
CD20+
CD22+
SlgM,G+
cyt lg +/-

CD43-/+

CD19+
CD20+
CD22+
SlgM+
cyt lg +/-

CD43-/+

CD19+
CD20+
CD22+
CD10-/+
CD30-/+
Slg+/-

Peripheral  B cell
maturing into plasma cell

Marginal zone of mucosa-
associated lymphoid tissue

Germinal center cells

Translocation of: bcl-2 (30%)
bcl-6 (30%)

t(11;14) rearranged
bcl-1 gene (cyclin)

t(14;18) overexpression
of bcl-2 proteins

t(9;14) deletions in
chromosomes 13, 11, 17

Peripheral B cell in different
phases of differentiation

CD5+–CD23- cell
of follicular mantle

9. Diffuse large-cell
9. lymphoma (~30%)

2. Lymphoplasmocytoid
2. lymphoma/immuno-
2. cytoma (~2%)

4. Follicle center lymphoma
4. (~25%)

5b) Nodal marginal zone
5b. lymphoma (monocytoid
5b. lymphoma) (~2%)

5a) Extranodal marginal
5a. zone lymphoma
5a. (MALT-Type) (~8%)

3. Mantle cell lymphoma
     (~6%)

Marginal zone of
lymph nodes
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&;1*: '$991*1"# 6"#$%&'$12 &9 #01 ;6*$&+2 $//+3
"&5.&%+.$" ,.62212 6*1 )*&'+,1': *12+.#$"5 $" 6
/$=#+*1 &9 $//+"&5.&%+.$"28 B" )*&#1$" 1.1,3
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#$&" ,6" .16' #& #01 +",&"#*&..1' )*&.$91*6#$&"
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/(1.&/63622&,$6#1' &*/6,*&5.&%+.$"1/$63623
2&,$6#1' CAD )*&#1$" ,&/)&"1"#2: >0$,0 6)3
)16* 62 "6**&>3%621' 2)$?12 &" #01 56//63
5.&%+.$"2 ,+*;1 C/&"&,.&"6. 56//&)6#0(D8
!"( "1&).62/ ,6+21' %( /6#+*1 - ,1..2 ,6"
#01&*1#$,6..( .16' #& 6 /&"&,.&"6. 56//&)63
#0( >0$,0 &9#1" *1/6$"2 +"'1#1,#1' '+1 #& 6
.&> $//+"&5.&%+.$" ,&"#1"#8 A )*&#1$" ,&/3
)&"1"#2 >1*1 20&>" #& &,,+* $" 6*&+"' EF &9
6.. $"'$;$'+6.2 &;1* GH (16*2 &9 6518 B" #0121
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01)6#&/156.( 6"' .(/)06'1"&)6#0( '1;1.&)
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,*1#1 .6*51 Q+6"#$#$12 &9 /&"&,.&"6. B5A/&.13

,+.12:>0$,05*16#.( $",*1621 #01 ;$2,&2$#(&9 #01
%.&&' '+1 #& #01$* )1"#6/1*$, 2#*+,#+*18 !2 6
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Bacteria,
antigen mixture

Poyclonal
B-cell stimulation Hypergammaglobulinemia

“spike”
(M-component)

Malignant
transformation

Defective T-cell
regulation

TH
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C. Heavy chain disease

Overproduction
of heavy chains

! chains
Lymphadenopathy,
rarely osteolytic lesions
(Franklin’s  disease)

" chains
Malabsorption,
diarrhea, intestinal
lymphadenopathy

µ chains In the context of CLL

Monoclonal  gammopathy

THTS

Lymphoplasma-
cytoid  B cells

Bone marrow
Neurological
symptoms

Impaired vision,
blindness

Congestive
heart failure

Bleeding

CD19

CD20

cyt/IgM++

Viscosity

Blood

B. Waldenström’s macroglobulinemia

A. Polyclonal vs. monoclonal gamma-globulin increase

Monoclonal
B-cell  proliferation

Hepatosplenomegaly
Lymphadenopathy
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A. Pathogenesis and pathomechanisms of multiple myeloma

Viral infection Stromal cell

IL-6-like
factor

Autocrine
production

Large amounts of
monoclonal
proteins

Unbalanced
synthesis of
light chains

Suppression
of normal
Ig-production

Suppression
of hemato-
poiesis

Activation
of osteo-
clasts

!/"-chains in  urine
(Bence  Jones
proteinuria)

Nephropathy

Decrease of
normal
antibodies

Frequent
infections

Cytopenias

Bone marrow Osteolysis

Cytokines: TNF IL-1 (osteoclast-activating  factors)

IL-6

Plasma cell

Plasma
viscosity
(esp. IgA)

B. Localization
B. of osteolysis C. Bone marrow findings D. Radiographic findings

Immunglobulins

Hyperviscosity
syndrome

Hypercalcemia

Cytology

Histology Buckshot skull

Osteolysis, decalcification
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C. Classification of cryoglobulinemia

A. Behavior of cryoglobulins B. Determination of cryoglobulins in the blood

+37°C +4°C

Centrifuge
immediately at 37°C

Collect
serum

+4°C

Cryo-
precipitate

Monoclonal
IgM, IgG or
IgA, !, "

Impaired blood circulation

Purpura Poly-
neuropathy

Trophic
ulcers

1. Type I (monoclonal  immunglobulin)

2. Type II (mixed cryoglobulins including one
monoclonal  immunglobulin)

3. Type III (mixed polyclonal
cryoglobulins)

Rheumatoid factor activity

Polyneuropathy Arthralgia Nephritis Purpura

Immune complex
precipitation

– Essential mixed
-- cryoglobulins (hepatitis C !!)
– Connective tissue diseases
– Lymphoproliferative
-- diseases

– Infections
-- (HCV, HBV, HIV, syphilis,
-- borreliosis)
– Essential cryoglobulins
– Connective tissue diseases

IgM IgM

Polyclonal

IgG IgA
+ +

Polyclonal

IgM

Monoclonal

IgA IgG

Polyclonal

IgG IgG IgG
+ + +

Vasculitis

In
– plasmacytoma
– Waldenström’s syndrome
– CLL
– NHL

123'(4'564,*):,$!

"

!

1
4,*

,/
$4

;:
:
6*

'
4'
(
3

<=?

"Burmester, Color Atlas of Immunology © 2003 Thieme
All rights reserved. Usage subject to terms and conditions of license.



!" #$%&'()*)+,+

!"#$ %&'("'( )*+,(''(' "*( ,-"*",.(*&/(% 0$
.-( &#1&2.*".&+# +1 .&''3( 4&.- " -+5+6(#(+3'7
(+'&#+)-&2&,5".(*&"24-&,-7 2&8( '."*,- 9!"#$%&
: '."*,-;7 &' '."&#(% 0$ &+%&#(< =-('( >"5$2+&%?
%()+'&.' ,+#'&'. +1 1&0*&22"* )*+.(&#' %(*&@(%
1*+5 )+2$5(*&/(% )().&%( 1*"65(#.' 9&553A
#+62+032&# 2&6-. ,-"&#'7 "5$2+&% B )*+.(&#7
!CA5&,*+62+032&#7 .*"#'.-$*(.&#7 !A)*+.(&# BD7
,$'.".&#7 )*+,"2,&.+#&#7 "#% "A#".*&3*(.&, )()A
.&%(;< =-( "#.&)"*"22(2 "5$2+&% 1&0*&2' 1+*5
.4&'.(% !A)2(".(% '-((.'7 4-&,- "))("* 6*((#
3#%(* )+2"*&/(% 2&6-. "1.(* '."&#&#6 4&.- E+#6+
*(%< B*+3#%FGHIJ+1 .-( "5$2+&% %()+'&.' ,+#A
'&'. +1 .-( #+#1&0*&22"*$7 )(#."6+#"2 ",3.(A)-"'(
)*+.(&#7 '(*35 "5$2+&% K 9LBK;7 4-&,- &' )*+A
%3,(% &# -()".+,$.('<

-" .,(&% /&$,* !012',3'+,+
4!. !012',3'+,+5

K*&5"*$7 #+#A-(*(%&."*$ 2&6-. ,-"&# 9BM; "5$A
2+&%+'&' &' ,-"*",.(*&/(% 0$ .-( %()+'&.&+# +1
1&0*&2' 1*+5 1*"65(#.' +1 &553#+62+032&# 2&6-.
,-"&#' 9N(#,( O+#(' )*+.(&#'P '(( )< HDD;< BM
"5$2+&%+'&' +,,3*' &# )2"'5" ,(22 %$',*"'&"'7
(')(,&"22$ 532.&)2( 5$(2+5" +*Q"2%(#'.*+R5S'
5",*+62+032&#(5&"< B))*+T&5".(2$ CIJ +1 "22
2&6-. ,-"&#' .(#% .+ 1+*5 "5$2+&%7 " '30,2"''
+1 # ,-"&#' 9#UV; &' +1.(# &#@+2@(%< L(*35 "5$A
2+&% K )*+%3,(% 0$ -()".+,$.(' 0&#%' #+#')(A
,&1&,"22$ .+ .-( "5$2+&% 1&0*&2'<

/" !012',3 ! !012',3'+,+
4!! !012',3'+,+5

L(,+#%"*$ +* *(",.&@( '$'.(5&, "5$2+&%+'&'
5"$ %(@(2+) "' " ,+5)2&,".&+# +1 ,-*+#&, &#A
1(,.&+# 9.30(*,32+'&'7 0*+#,-&(,."'&'7 ,-*+#&,
+'.(+5$(2&.&';7 ,-*+#&, &#12"55".+*$ %&'("'(
9*-(35".+&% "*.-*&.&'7 E*+-#S' %&'("'(;7 %*36
"03'(7 +* ,"#,(*< V# BB"5$2+&%+'&'7 .-( "5$2+&%
1&0*&2' ,+#."&# "5$2+&% B7 4-&,- 1+*5' "1.(*
)*+.(+2$.&, ,2("@"6( +1 .-( ",3.(A)-"'( )*+.(&#
'(*35 "5$2+&% B 9LBB;< LBB &' )*+%3,(% &#
-()".+,$.(' +* 5",*+)-"6(' %3*&#6 "# &#12"5A
5".&+#<

6" 7)0'3,$21+,+8!++'9,$%)3 !012',3'+,+
4!7 !012',3'+,+5

N(."ACA5&,*+62+032&# 9!C5P '(( )< DW; &' '.*3,A
.3*"22$ '&5&2"* .+ 2&6-. ,-"&# &553#+62+032&#7
.-( )*(,3*'+* '30'."#,( +1 BM "5$2+&%< E(22'
+1 .-( &553#( '$'.(5 "#% -()".+,$.(' "*(
.-( 5"&# '+3*,(' +1 ,&*,32".&#6 !C5< !C5 &'

)*+,(''(% 0$ 62+5(*32"* 1&2.*".&+# "#% .3032"*
*("0'+*).&+#< B' " *('32.7 !C5 2(@(2' &# )2"'5"
"*( &#,*("'(% DIGXIA1+2% &# )".&(#.' 4&.- *(#"2
1"&23*(< L&#,( .-( !C55+2(,32( &' .++ 0&6 .+ )"''
.-*+36-5+'. %&"2$'&' 5(50*"#('7 &. ,+#.&#3('
.+ ",,3532".(7 %(')&.( -(5+%&"2$'&'< Y(4(*
%&"2$'&' 5(50*"#(' "*( #+4 "02( .+ (2&5&#".(
.-('( 5+2(,32('<

:" /2,*,9$2 ;)$%<=)+

B5$2+&%+'&' 5+'. ,+55+#2$ &#%3,(' *(#"2
'$5).+5' *"#6&#6 1*+5 )*+.(&#3*&" .+ *(#"2
1"&23*(< B%*(#+,+*.&,"2 &#'311&,&(#,$ &' "2'+
,+55+#< E"*%&", &#@+2@(5(#. &' 1+3#% &#
WIGZIJ +1 )".&(#.' 4&.- BM "5$2+&%+'&'< B5$A
2+&% %()+'&.' ,"# 2("% .+ *&6&% .-&,8(#&#6 +1 .-(
5$+,"*%&35 4&.- ,"*%&", &#'311&,&(#,$ "#% "*A
*-$.-5&"< M&@(* 13#,.&+# 3'3"22$ &' #+. &5)"&*(%
%(')&.( 5"''&@( -()".+5(6"2$< L)2(#+5(6"2$
3'3"22$ *(5"&#' "'$5).+5".&,< [()+'&.' &#
.-( ,"*)"2 .3##(2 2&6"5(#.' 5"$ ,+5)*(''
.-( 5(%&"# #(*@( "#% ,"3'( )"*('.-('&" +1
.-( -"#%'< \"'.*+&#.('.&#"2 &#@+2@(5(#. &' +0A
'(*@(% &# "22 1+*5' +1 "5$2+&%+'&'< =$)&,"2 1("A
.3*(' &#,23%( .-&,8(#&#6 +1 .-( .+#63( 95",*+A
62+''&"; "#% 5+.&2&.$ %&'+*%(*' "''+,&".(% 4&.-
+0'.*3,.&+#75"2"0'+*).&+#7 "#% %&"**-("< B5$A
2+&% %()+'&.' &# .-( .*",-(+0*+#,-&"2 .*(( 5"$
,"3'( 0*+#,-&.&, '$5).+5'<
K(*&)-(*"2 #(*@+3' '$'.(5 &#@+2@(5(#. &'

,+55+# &# @"*&+3' 1+*5' +1 1"5&2&"2 "5$2+&%+A
'&'<!3.".&+#+1 .*"#'.-$*(.&#7 " .-$*+T&#(A0&#%A
&#6 "#% *(.&#+2A0&#%&#6 )*+.(&#7 &' 1*(]3(#.2$
+0'(*@(%< =-( ,2&#&,"2 (T"5&#".&+# *(@("2' '(#A
'+*$ %&'+*%(*' "''+,&".(% 4&.- &#%+2(#. 32,(*'
+* 5+.+* %&'+*%(*'< =-( ",,3532".&+# +1 "5$A
2+&% &# .-( "3.+#+5&, #(*@+3' '$'.(5' 5"#&A
1('.' "' %$'-&%*+'&'7 &#,+#.&#(#,(7 "#% &5)+A
.(#,(< =-( EYL &' "11(,.(% +#2$ &# " 1+*5 +1
"5$2+&%+'&' ,"22(% >'(#&2( "5$2+&%+'&'<? =-&'
(#.&.$ 2("%' .+ .-( %()+'&.&+# +1 .-( !A)*+.(&#
BD7 4-&,- &' ,+%(% 0$ " 6(#( 2+,".(% +# ,-*+A
5+'+5( CH< V# '+5( 1+*5' +1 B2/-(&5(*S' %&'A
("'(75&''(#'(53.".&+#' &# .-( 6(#( ,+%&#6 1+*
"5$2+&% )*(,3*'+* )*+.(&# -"@( 0((# 1+3#%<
=-( "0#+*5"2 )().&%( &' )*+#( .+ 1+*5 )2"]3('
&# .-( 0*"&#<
=-( %&"6#+'&' +1 "5$2+&%+'&' &' ('."02&'-(%

0$ 0&+)'$ +1 .-( "11(,.(% +*6"#'< ^(,."2 0&+)'$
"#% .-( "')&*".&+# +1 "0%+5&#"2 1". 5"$ 2("% .+
.-( %&"6#+'&' +1 '$'.(5&, "5$2+&%+'&'<

7)0$%'2'(,9$2 6,+)$+)+!

"

!

/
2,*

,9
$2

>0
0

<*
'
2'

(
1

?@A

" Burmester, Color Atlas of Immunology © 2003 Thieme
All rights reserved. Usage subject to terms and conditions of license.



A. Pathogenesis
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B. Identification of tumor antigens
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A. Enhancement of nonspecific immunity

Addition of adjuvants:
BCG, Corynebacterium
parvum

IL-7
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GM-CSFInsert cytokine-encoding

genes into tumor cells
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Postoperative
injection (s.c.)
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administration
of cytokines

Interferon-! – Chronic
- myelocytic
- leukemia
– Plasmocytoma
– Lymphoma
– Melanoma
– Renal cell
- carcinoma

Interleukin-2 – Renal cell
- carcinoma
– Melanoma
– Leukemias

TNF-!

2. Cytokine therapy

Tumor removal,
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Tumor
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cells
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Autologous
APC1. Vaccination strategies
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2. Direct antigen presentation
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of tumor proteins
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B. Induction of a specific T-cell response
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3. Indirect antigen presentation
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B. Antibody therapies

MHC-I

Tumor
peptide

TCR DNA  expression in
vectors

Gene  transfer in
lymphocytes,
expansion of
T cells with
tumor -reactive TCR

Murine mono-
clonal  anti-
body (MAb)

Murine
Fab

Human
Fc

Fc + part of Fab =
human

“Humanized
antibody”

Only variable
sequence is
murine

Monospecific
antibodies

Bispecific antibodies

Fusion of hybridomas
(quadromas)

T cell

CD3 Tumor-associated
antigen

Tumor
cell

Fv protein

Only variable part
of  antibody

E.g.,
!-chain
of TCR

Transfection
of T cells

Chimeric
T-cell receptor

Genetically produced  antibody derivatives

Toxin

Immunotoxins - immunoconjugates

APO-1
Fas

Apoptosis

Antibody  imitates the natural
ligand of a  molecule:
“agonistic effect”

Pore formation

Activation of the complement cascade

Perforins,
granzymes

Fc-receptor

Necrosis,
apoptosis

Antibody-dependent cellular
cytotoxicity (ADCC)

A. Production of tumor-specific TCR by gene modification

Variable
part of
antibody

Radioisotope

Bispecific
antibody

Murine
MAb

Ab
therapy

Tumor
antigen

C. Mechanisms

Cloning the DNA
sequence of TCR from
tumor-infiltrating
lymphocytes

Production
of human
anti-mouse
antibodies
(HAMA),
which
imitate the
antigen

Adoptive
immune therapy

Anti-APO-1
Fas

1.

2.

3.

4.

1.

2.

3.

4.
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Bone marrow (BM) aspiration

~850 ml
BM blood

A. Stem cell  harvesting Leukapheresis

~350 ml
leuka-
pheresis
product

Stem cell graft

Cytokine
stimulation

mG-CSF
GM-CSF

BM-aspiration
leukapheresis

Cryo-
conser-
vation

Reconstitution
by graft

Stem cell
reinfusion

Myeloablative
therapy
± radiotherapy

Leukocytes20000

5000

1000

0

B. Mobilization of hematopoietic stem cells and transplantation schedule

– Acute leukemias
– Hodgkin’s  lymphoma
– Non -Hodgkin’s  lymphoma
– Breast cancer
– Germ cell tumors

1. Enhancement of the chemotherapeutic effect

MAb

Biotin

CD34

Stem cell

 Bead with  iron core

MAb

– Immune defects
– Hemophilia
– Immune therapy of cancer
– Gene modification
-  of stem cells

Enrichment
of CD34+ cells

~90% purity

Depletion of
contaminating
tumor  cells

D. Purging of the autograft

C. Indications

2. Genetic and experimental therapy

CD34+

CD34+

-196ºC

Aplasia 10–20 days

Cobalt–
samarium
magnet

Avidin

CD34

CD34+

CD34+

0.5%

CD34+
cells

0.1%
CD34+
cells

Bone marrow

Peripheral blood
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Cord blood

Search  for
an  HLA-
compatible
donor within
the family

Graft

Myelo-
ablative
therapyPatient

A. Allogeneic BM transplantation

– CML

– AML

– Aplastic  anemia

– SCID

– PNH

– Fanconi’s anemia

– Thalassemia

– Aggresive
lymphomas?

– Solid  tumors?

B. Indications

Hemorrhagic
cystitis

Veno- occlusive
disease (VOD)

Interstitial,
toxic
pneumopathy

Infertility

1. Chemotherapy-induced complications

Bleeding

Coccus, Pseudomonas

HSV, CMV

2. Aplasia-induced complications

Aspergillus, Candida

Host  APC

TNF-!
IL-1
IL-6

Donor
lymphocytes

IL-2
IFN-"

CTLs

3. Immunological complications: GVHD
C. Complications of allogeneic transplantation

T-cell depletion

Decresed
risk of
GVHD ,
increased risk
of relapse

D. T-cell depletion and graft-versus-leukemia effect

NK cell

Irradiation

Chemo-
therapy

Adhesion
molecules     ,
APC–T-cell
interaction

Anti-leukemia
effect

Reinfusion
of T/NK
cells after
4,8,12
weeks

BM donor

Unrelated donor

Alternatives
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B. Criteria for organ transplantation

1. Dissociated brain death

Isoelectric  EEG

Irreversible
areflexia
(pupils,
cornea)

Irreversible
absence of
spontaneous breathing

2. Conditions

3. Testing

- ABO blood group
- HLA test: DR>B>A>C
- Test for cross-reactivity
- HIV exclusion, CMV status

2 x angiography:
absence of cerebral
blood flow

30 min
1. 2.

24 h

Organ donor’s  written
consent

Approval of family
members

C. Transplantable organs: Examples

Vena cava Aorta

1. Kidney

Pelvic
vessels

Ureter

Bladder

2. Cornea

Ciliary body
Lamellar
keratoplastic
surgery

Iris
Lens

Anterior eye
chamberPerforating

keratoplastic
surgery

Stroma

Epithelium

Endothelium

D. Xenogeneic transplantation

Complement
regulators

Knock Out

DAF (CD55)
MCP (CD46)
MIRL (CD59)

Transgenic  pig

Soluble
inhibitory
factors of
complement
lysis CD35

!-Galactosyl
compounds

Plasma-
pheresis

Host

A. Transplantation types
Autologous Syngeneic Allogeneic Xenogeneic

Identical twins

For antigens
For preformed
antibodies
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A. Immunogenicity of the graft

Non-MHC antigens

ABO blood group system

Anti-A

MHC I
MHC I

Poly-
morphic
protein

Proteasome

TAP Golgi

ER

B. Rejection reactions

Rejection Tolerance

Adhesion
molecule

co-stimulatory
ligands

co-stimu-
latory
signal
missing

Ø IL-2

Anergy

PAF

Kinins

Eicosanoids

CD86
CD80

TH2

IL-10
TGF-!

APC

Migration
(direct)

Donor,
MHC-specific

CD8

CD4

Processing
(indirect)

APC

TH1 TH2

IL-2, IFN-", TNF-# IL-4, IL-10

MHC antigens

1. Humoral  rejection

Fc"R

Complement  system

ADCC

C5–C9 C3b C3a, C5a Mast  cells

Cell  lysis Cell  activation Chemotaxis Histamine, serotonin

Endothelial lesion, intravascular coagulation

3. Central phase2. Early phase

MHC II

Proteins
derived from other
cell  compartments

Tolerance

A

Donor
Host

MHC I

Rejection

IL-2

MHC II
LFA3, ICAM1

MHC II

Adhesion
molecule

Donor endothelium
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A. Cellular structure of the synovium
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2. RA: histology
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C. Induction of  rheumatoid  arthritis

B. Pathogenesis of rheumatoid  arthritis
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A. Susceptibility to rheumatoid arthritis

1. Class II
1. antigen
1. (view from above) 2. Variable amino  acid position in the sequence of DR

Amino acid

Asp
–
–
–

Ser
Ile

Leu

57

Leu
Ile
–
–
–
–
–

67

Glu
–
–
–
–
–
–

69

Gln
Asp

–
–
–
–
–

70

Lys
Glu
Arg
Arg
Arg
Arg
Arg

71

Ala
–

Glu
–
–
–
–

74

Gly
Val
Val
Val
–
Ala
Ala

86DRB1

DR4Dw4
DR4Dw10
DR4Dw13
DR4Dw14
DR4Dw15
DR1
DR6Dw16
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CD68

A. Activated  rheumatoid synovial macrophage

1. Synovial macrophage 2. Giant cell 3. Stellate
synovial cellB. Activated  cells of the rheumatoid  synovial  membrane

Fc
receptor

TGF-!,
FGF
IL-10

TNF-",
IL-1

PGE2,
neopterin Enhanced

phagocytosis

Enhanced
chemotaxis

CD4 DR

DQ

DPCD14

C. Rheumatoid factors (anti-globulins)

1. IgM rheumatoid  factor 2. IgG rheumatoid  factor
( also IgA and IgE
rheumatoid  factor )

Synovial  membrane Intra-articular space

Cytokines +
inflammatory
mediators

D. Impaired B-cell regulation

Tissue
and cartilage
destruction

Auto-
antibodies
(RF)

Immune
complexes

Cartilage

Vasculitis

Allo- or auto-
antigen?
+ APC

Polyclonal
B-cell
activation

Complement
activation C3a,b

C5a
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Juvenile chronic  arthritis (JCA)

Exanthema

Fever
(up to  41°C)

Polyserositis

Organ
enlargement

Arthritis
(polyarticular)

f:m
2:3

D. Early childhood oligoarthritis

Chronic
iridocyclitis

Arthritis
(few joints)

E. Juvenile spondyloarthropathy

Uveitis

Sacroiliitis

A. Subtypes

B. Systemic form ( Still’s disease)

Polyarticular
40%

Systemic
10%

( Still’s disease)

Oligoarticular
50%

RF-negative
(early onset)

RF-positive
(late onset)

Early onset
ANA+ type I

(EOPA)

Late onset
HLA-B27+ type II

(LOPA)

Seronegative Seropositive
Age of onset
2–5 years

Age of onset
>10 years

Symmetric
destructive
arthritis

Mandibular
involvement
(micrognathia)

Symmetric
polyarthritis
(epiphysial
growth
defect)

C. Polyarticular forms

Lymphadeno-
pathy

Lab. findings:
ESR       , CRP
leukocytes
(shift to the left)
anemia

f:m
1:9

f:m
4:1

Lab. findings:
unspecific
(ANA+ 25%)

Exanthema

f:m
9:1

Lab. findings:
ANA+ 50%
RF neg.

Iridocyclitis

Lab. findings:
HLA-, B27+
ANA-, RF neg.

Lab. findings:
RF+

ANA+ 75%
DR4+

29?0,'$0 #>8+,') !8*>8'*'&!

"

!

#
$',

')
%$

D1
1
9,

+
$+
=
/

EFH

"Burmester, Color Atlas of Immunology © 2003 Thieme
All rights reserved. Usage subject to terms and conditions of license.



!"#$# %&$'(%#($ ")*# +(#), $&-&.)(&,&#$/ 01 2)(3
,&45.)(6 ,"#7 )(# .&18#% 97 )$$'4&),&'1:&,";<=3
>?@6 ,"# 2(#$5-#% &--51# 2),"'+#1#,&4 A)43
,'(6 )1% ,72&4). 4.&1&4). -)1&A#$,),&'1$/ !"#
1)-# B$2'1%7.')(,"('2),"7C &-2.&#$ &1*'.*#3
-#1, 'A ,"# )D&). $8#.#,'1/ !"&$ +('52 'A %&$'(3
%#($ &$ 4.)$$&A&#% )44'(%&1+ ,' ,"# 4(&,#(&) 'A ,"#
E5('2#)1 F2'1%7.')(,"('2),"7 F,5%7 G('52
HEFFGI $## ,)9.#J/

!" #$%&%'($ )*(+,-*.

!"&$ +('52 'A %&$#)$#$ &14.5%#$ )187.'$&1+
$2'1%7.&,&$ HF2=J6 (#)4,&*# )(,"(&,&%#$ H(#=J6 )(3
,"(&,&%#$ )$$'4&),#% :&," 4"('1&4 &1A.)--),'(7
9':#. %&$#)$# H0>KJ6 )1% 2$'(&),&4 )(,"(&,&$/
=187.'$&1+ $2'1%7.&,&$ &$ ) $7$,#-&4 &1A.)-3

-),'(7 %&$#)$# ,"), -)&1.7 )AA#4,$ ,"# )D&).
$8#.#,'1 )1% L'&1,$6 95, $'-#,&-#$ ,"# &1,#(1).
'(+)1$/ 0, 2(#%'-&1)1,.7 )AA#4,$ -).#$ )1%
5$5)..7 $,)(,$ 9#,:##1 ,"# )+#$ 'A MN )1% OP
7#)($/ =2)(, A('- ,"# L'&1,$6 ,"# %&$#)$# ).$' )A3
A#4,$ A&9('4)(,&.)+&1'5$ $,(54,5(#$6 $54" )$ ,"#
$714"'1%('$#$ )1% &1,#(*#(,#9(). %&$8$/ Q),"'3
.'+&4). 4")1+#$ )(# #$2#4&)..7 4'--'1 ), ,"#
$&,#$ 'A &1$#(,&'1 'A ,#1%'1$ )1% .&+)-#1,$/
!"# 4'5($# &$ 4"('1&4 )1% 2('+(#$$&*#6 )1%
,"# $2&1# )1% $)4('&.&)4 L'&1,$ )(# ).:)7$ )A3
A#4,#%/ =%%&,&'1). &1*'.*#-#1, 'A ,"# 2#(&2"3
#(). L'&1,$ '445($ &1 ?NR 'A 4)$#$/ !"# %&$#)$#
-)7 ).$' ")*# #D,()3)(,&45.)( -)1&A#$,),&'1$6
,"# -'$, 4'--'1 'A :"&4" )(# )1,#(&'( 5*#&,&$
H&(&,&$J )1% 5(#,"(&,&$I 2('$,),&,&$ &$ 4'--'1 &1
,"# -).# 2),&#1,$/

!"#$%&'" #(%)(&%&*"+ )(# 'A,#1 )$$'4&),#% :&,"
) 2(&'( 9':#. &1A#4,&'1 '( 5(#,"(&,&$/ S.&+'3
)(,"(&,&$ &1*'.*&1+ ?TU .)(+# '( $-).. L'&1,$
5$5)..7 '445($ )A,#( ) .),#147 'A MP ,' 1'
-'(# ,")1 OP %)7$/ !"# L'&1,$ 'A ,"# .':#( #D3
,(#-&,&#$ )(# ).-'$, ).:)7$ )AA#4,#%6 )1% ,"#(#
&$ 2(#A#(#1,&). &1*'.*#-#1, 'A ,"# 81## )1%
)18.# L'&1,$/ 01 )%%&,&'1 ,' 45,)1#'5$ -)1&3
A#$,),&'1$ H8#(),'%#(-) 9.#1'((")+&45-I $##
2"','+()2"J6 4'1L514,&*&,&$ )1% &(&%'474.&,&$
)(# ).$' 4'--'1 HV#&,#(W$ ,(&)%X )(,"(&,&$6 5(#3
,"(&,&$6 4'1L514,&*&,&$J/

,+-(&#%&$ #(%)(&%&+ -)7 )(&$# A('- -'1')(3
,"(&,&$6 '.&+')(,"(&,&$6 '( 2'.7)(,"(&,&$/ Y)17 2)3
,&#1,$ :&," ) .'1+ "&$,'(7 'A ,"# %&$#)$# -)7
")*# 2'.7)(,&45.)( -)1&A#$,),&'1$ :&," 4")()43
,#(&$,&4 &1*'.*#-#1, 'A ,"# %&$,). &1,#(2").)13
+#). L'&1,$ HK0ZJ 'A ,"# A&1+#($ )1% ,'#$6 ,"# &13
,#(2").)1+#). L'&1,$ 'A ,"# ,"5-9$/ !"#
$)4('&.&)4 L'&1,$ )1% *#(,#9(). L'&1,$ -)7 ).$'
9# )AA#4,#%/ 01 2#(&2"#(). L'&1, &1*'.*#-#1,6

,"# -'$, 4'--'1 2('9.#- &$ %)4,7.&,&$6 ,"# ()3
%&). &1A.)--),&'1 'A ).. L'&1,$ 'A ) A&1+#( '( ,'#/

/" 0(+123*&*.%.

F2'1%7.')(,"('2),"&#$ )(# 'A,#1 )$$'4&),#%
:&," &1A.)--),'(7 9':#. %&$#)$#$ )1%['( 5(#3
,"(). '( 4#(*&4). &1A.)--),&'1$/ !"# A)4, ,"),
.)(+# \5)1,&,&#$ 'A )1,&+#1&4 -),#(&). 4)1 #1,#(
&1,' ,"# 4&(45.),&'1 $##-$ ,' 2.)7 ) 2)(,&45.)(.7
&-2'(,)1, ('.# &1 2),&#1,$ :&," &1A.)--),'(7
-54'$). 4")1+#$/ 0A ) +#1#,&4 2(#%&$2'$&,&'1
).$' #D&$,$6 ,"# )(,"(&,&%#$ ,#1% ,' '445( ), )
,&-# :"#1 ,"# ,(&++#(&1+ %&$#)$# &$ 1' .'1+#(
2(#$#1,/ !"# 2('-',#( (#+&'1$ 'A 2('&1A.)--)3
,'(7 47,'8&1# +#1#$ H+#1#,&4 -'%&A&#($J )1% ,"#
,72#$ 'A ,(#),-#1, )AA#4, ,"# A5(,"#( 4'5($# 'A
%&$#)$#/

#" 0-*4($*&'* 25 67!8/9: !&+%3*&

!"# 2(#*).#14# 'A ;<=3>?@ )1,&+#1 &$ 4)/ ]PT
]NR &1 &1%&*&%5).$ :&," )187.'$&1+ $2'1%7.&,&$6
)1% ^TMPR &1 ,"# +#1#(). 2'25.),&'16 %#2#1%3
&1+ '1 ,"# #,"1&4 4'-2'$&,&'1/ F'-# $,5%&#$
")*# 4'14.5%#% ,"), 52 ,' ?PR 'A ).. ;<=3
>?@32'$&,&*# &1%&*&%5).$ :&.. %#*#.'2 )187.'$3
&1+ $2'1%7.&,&$ '( 51%&AA#(#1,&),#% $2'1%7.')(3
,"('2),"&#$ %5(&1+ ,"#&( .&A#,&-#/

;<<= #$(..%5%'(+%2& 25 <>2&?@$2(-+1-2>(8
+1%*.

!"#$%&&%'()* +,-"%$ ,%-"
!"

.*"(/-'-+
%+*&&0')-1 ()
,)02(&-"%"'$* -" '30 $(40) $-&5+

(&? 2&* 2- A2-* 25 +1* 52$$2B%&3C
6(+-'-/0 #%&-$* 3-+'()*
6+()-%+-+
!"#$%&&%'()* 5(40$ 2-+0%+0+
7)0'3)-'-+8 10)/-1-'-+8 () %19'0 2-%))30% 4-'3-"

: &("'3 50#()0 %)'3)-'-+
;9''(1< ,%-" %$'0)"%'-"= 50'400" )-=3' %"2

$0#' =$9'0%$ %)0%+
>"'30+(,%'3*
.%1)(-$--'-+

D,.',$2.E*$*+($ F%.*(.*.!

"

!

#
$%&

%'
($

GA
A
,&

2
$2
3
@

H:I

" Burmester, Color Atlas of Immunology © 2003 Thieme
All rights reserved. Usage subject to terms and conditions of license.



B. Pathogenesis of spondyloarthropathy

A. Clinical manifestations of spondyloarthropathies

Disease

Clinical
outcome

Cytokine  genes

Treatment

Genetic
modifier

Genetic
- HLA
- gender
- ethnic
- factors

Environmental

Infections

C. Frequency of HLA-B27  antigen

Ankylosing
spondylitis

Reiter’s syndrome
(classic form)

Undifferentiated
spondyloarthropathy

Arthritis with IBD

Reactive arthritis

Normal  population

Psoriatic  arthritis

95%

80%

70%

25%

25%

20–80%

8–10%

Axial and
peripheral
arthritis

Enthesio-
pathy

Ankylosis

Balanitis/
urethritis

Enteritis/
diarrhea

Keratoderma
blenorrhagicum

#$%&%'($ )*(+,-*. 25 <>2&?@$(-+1-%+%.!

"

!

#
$%&

%'
($

GA
A
,&

2
$2
3
@

H::

"Burmester, Color Atlas of Immunology © 2003 Thieme
All rights reserved. Usage subject to terms and conditions of license.



!"# $"%## &'(#)* (#*+%,-#( -#)'. /%# 0*#( $'
#12)/,3 $"# 40#*$,'3 '5 "'. $"# 6789:;< /3$,9
=#3 ,* ,3>')>#( ,3 $"# 2/$"'=#3#*,* '5 *2'3(?9
)'/%$"%'2/$",#*@

!" #$%&'(%)* #+,+'*-

!",* "?2'$"#*,*A ),B# $"# C$')#%/3+#D $"#'%?A /*9
*0&#* $"#%# ,* =%#/$ *$%0+$0%/) *,&,)/%,$? -#9
$.##3 $"# 2')?&'%2",+ %#=,'3* '5 $"# 6789
:;< /3$,=#3 /3( -/+$#%,/) 2/$"'=#3*@E"#3 ,39
5#+$,'3* '++0%A $"# -/+$#%,/) /3$,=#3* /%# %#+'=9
3,F#( /* 5'%#,=3A /3( /(#40/$# !9+#))9&#(,/$#(
/3( "0&'%/) %#*2'3*#* '++0%@ :#+/0*# '5 $"#
*$%0+$0%/) *,&,)/%,$? .,$" 6789:;<A $"# /3$,=#3
,* &,*$/B#3)? ,(#3$,5,#( /* 5'%#,=3@ 8* / %#*0)$A
$"# ,&&03# *?*$#& -#=,3* $' /$$/+B #3('=#39
'0* $,**0#A .",+" $%,==#%* / *$,)) 03B3'.3 +/*9
+/(# $"/$ )#/(* $' $"#&/3,5#*$/$,'3* '5 *2'3(?9
)'/%$"%'2/$"?@

." /0$%&*)1'&2

!"# $')#%/3+# &'(#) ,* -/*#( '3 *,&,)/% /*9
*0&2$,'3*@ G3 $",* +/*#A "'.#>#%A $"# *$%0+$0%/)
*,&,)/%,$? -#$.##3 6789:;< /3( $"# &,+%'-,/)
/3$,=#3* ('#* 3'$ )#/( $' /3 /0$'/==%#**,>#
2%'+#**A -0$ $' ,3+'%%#+$ $')#%/3+# '5 $"# -/+$#%9
,/) /3$,=#3*@ 8* / %#*0)$A $"# 2/$"'=#3* 2#%*,*$ ,3
$"# /55#+$#( H',3$A /3( $"#? /%# 3'$ #55#+$,>#)?
#),&,3/$#( -? $"# ,&&03# *?*$#&@ !"# +'39
5%'3$/$,'3 .,$" $"# 2/$"'=#3 )#/(* $' $"# (#9
>#)'2&#3$ '5 ,35)/&&/$'%? 2%'+#**#* $"/$ $%,=9
=#% /%$"%,$,*@

3" 04& /5*$,+6'($(62 .78 9-:$;4&6+6

8++'%(,3= $' $",* %#+#3$)? (#>#)'2#( &'(#)A
6789:;< /3$,=#3 ,* 3'$ (,%#+$)? ,3>')>#( ,3
$"# /3$,=#3 %#+'=3,$,'3 '5 /3 /%$"%,$'=#3,+
2#2$,(#A -0$ /+$* /* /3 /0$'/3$,=#3 $"/$ ,3(,%9
#+$)? *#$* '55 $"# ,35)/&&/$'%? +/*+/(# >,/
IJK9&#(,/$#( &#+"/3,*&*@ 8++'%(,3=)?A $"#
6789:;< &')#+0)# ,* -%'B#3 ('.3 ,3$' $,3?
5%/=&#3$* L2#2$,(#*M ,3*,(# $"# +#))*@ !"# 5%/=9
&#3$* #3$#% $"# 2#2$,(#9-,3(,3= *,$# '5 $"#
6789JN /3$,=#3 /3( /%# $"#3 2%#*#3$#( $'
$"# /+$0/) /%$"%,$'=#3,+ IJKO ! +#))*@ !"#*#
!9"#)2#% +#))* *#$ $"# 2%'+#** '5 /%$"%,$,* ,3
&'$,'3@

<" =1>(';+$1 $? @:$1>-%$)*;4*$:);4- +1
0*)16A&1+' B);6

!"# (,%#+$ ,&2/+$ '5 $"# 6789:;< /3$,=#3 ./*
(#&'3*$%/$#( ,3 /3,&/) #12#%,&#3$* .,$"
$%/3=#3,+ %/$*@ N/$ ''+?$#* .#%# $%/3*5#+$#(

.,$" "0&/3 6789:;< +'&-,3#( .,$" !;9&,9
+%'=)'-0),3 /3( ,&2)/3$#( ,3 *"/& 2%#=3/3$
%/$*@ !"# $%/3*=#3,+ 2%'=#3?#1",-,$#(&/3,5#*9
$/$,'3* *,&,)/% $' $"'*# '5 6789:;<9/**'+,/$#(
*2'3(?)'/%$"%'2/$",#* ,3 "0&/3*@ G3 /((,$,'3
$' *#)59=#3# 2%'(0+$*A $"#? /)*' (#&'3*$%/$#(
$"# 2%#*#3+# '5 "0&/3 6789:;< /3$,=#3 /3(
!;9&,+%'=)'-0),3@ !"# /3,&/)* (#>#)'2#( /%9
$"%,$,*A 2*'%,/*,*A 3/,) +"/3=#*A /3( +'),$,*@ G3$#%9
#*$,3=)?A $"# (,*#/*# (,( 3'$ (#>#)'2 ,3 /3,&/)*
%/,*#( ,3 / =#%&95%## #3>,%'3&#3$@ !",* ,&9
2%#**,>#)? 03(#%),3#* $"# %')# '5 ,35#+$,'3* ,3
$"# 2/$"'=#3#*,* '5 *2'3(?)'/%$"%'2/$",#*@

#(6'(%$6C&%&;)% <+6&)6&6!

"

!

3
%+1

+'
)%

=,
,

(1
$
%$

A
-

D8E

" Burmester, Color Atlas of Immunology © 2003 Thieme
All rights reserved. Usage subject to terms and conditions of license.



A. Molecular  mimicry
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1. Pathogenesis and therapy
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C. Behçet’s disease
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1. Rim pattern
(150x magnif; anti-DNA)

2. Homogenous pattern
(435x enlarged; anti-DNA)

3. Nucleolar pattern
(e.g. fibrillarin)

4. Coarse-speckled pattern
(U1RNP/Sm)

5. Fine-speckled pattern
(Ro/La)

6. Anti-centromere antibody
pattern

7. PM-Scl pattern 8. Anti-spindle-apparatus
antibody pattern

9. Anti-coilin antibody
pattern

10. Anti-PCNA antibody
pattern

11. Anti-mitochondrial
antibody pattern

12. Anti-Jo-1 antibody
pattern

A. Autoantibody patterns
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common  symptoms
(fever, fatigue)

A. Clinical manifestations of systemic lupus erythematosus (SLE)
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Polyclonal
B-cell activation

A. Pathogenesis of systemic lupus erythematosus
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A. Clinical findings

1. Symptoms

Xerophthalmia
Xerostomia

Nonerosive
arthritis

Interstitial
pneumonia

Interstitial
nephritis

Liver
involvement

Raynaud’s
phenomenon

2. Secondary Sjögren’s syndrome

Rheumatoid
arthritis

Collagenosis
(SLE,
scleroderma)

Secondary
Sjörgen’s
syndrome

Primary biliary
cirrhosis (PBC)

Vasculitis
(PAN)

Chronic
active hepatitis

Autoimmune
thyroiditis

B. Pathogenesis

2. Possible  pathomechanisms

HLA DR3, DQ1/DQ2 Viruses (herpes, retroviruses)

Epithelial cell activation

IL-1 IFN-!

IL-2

IL-6

Gland tissue

?

Autoantibodies

Polyclonal
B-cell activation

C. Diagnosis
Sialography Lip biopsy, histology

ANA,
rheumatoid
factors
anti-Ro-,
anti-La Ab

Glandular Extraglandular

Endogenous factors Exogenous factors

Hormones (estrogens)

1. Exocrine glands

Viral
infection?

Gland
duct

Gland
lobe

Function

Viral antigens

T cells

Polyclonal
B-cell
activation

Lymphocyte
infiltration

Luminal
narrowing

Rarefaction

3. Lymphoma  development

Polyclonal  B-cell
activation in
exocrine glands

Poly-, oligo-, monoclonal
B-cell activation in
systemic manifestation

Monoclonal
B-cell activation

Sicca
symptoms

Extraglandular
manifestations

Lymphoma

IL-1
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A. Polymyositis/dermatomyositis/inclusion body myositis

5. Heliotropic exanthema 6. Gottron’s sign 7. Histology of polymyositis

Muscle
cells

Necrotic  perivascular
muscle fibers

a) Typical clinical findings

b) Increased creatine
kinase activity

c) Multifunctional
changes in electron
micrographs

d) Bioptic proof of myositis

e) Myositis-associated
antibodies

2. Dermatomyositis
C. Pathogenesis

PM/IBM

T cell
infiltrates
(CD8+)

Blood
vessel

Perimysium

DM

T  cell
infiltrates
(CD4+)

Occluded
blood vessel

B. Histology of myositis
1. PM/IBM

Complement-mediated
microangiopathy

Muscle
fiber

Expression of
HLA class  I antigens

?

Genetic  susceptibility
and other factors

Cytotoxic T cell

Muscle fiber

1. Polymyositis/
dermatomyositis
Heliotrope
rash

Proximal
myositis

Tumors
(derma-
tomyositis)

3. Inclusion-body
myositis
Distal myositis

Lab. findings:
ANA+
anti-
protea-
somes Ab+
CK      ,
myglobin Lab. findings:

not
characteristic

Lab. findings:
positive for
Jo-1 Ab

2. Anti-synthetase syndrome

Interstitial
lung disease

Arthritis
Raynaud’s phenomenon
mechanic’s hand

Fever

4. Diagnostic criteria

Tissue ischemia
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A. Chapel Hill definition of systemic vasculitis

Aorta

Large to medium-
sized artery

Small
artery

Arteriole

Capillary

Venule

Vein
Cutaneous

leukocytoclastic
angitis

Schönlein-Henoch purpura and essential cryoglobulinemia

Microscopic polyangitis

Immune  vasculitis:
pauci-immune vasculitis,
autoantibody- associated

ANCA: Wegener’s granulomatosis,
microscopic polyangitis
AECA: Kawasaki’s disease

Immune complex  vasculitis:
autoantigen  induced: SLE

Infection  related:
hepatitis B (classic PAN)
hepatits C

Granulomatous  vasculitis:
giant cell  arteritis
– Takayasu’s arteritis
– temporal  arteritis

Infection-related  vasculitis:
– virus-associated: CMV
– rickettsia
– spirochaeta

Tumor-associated vasculitis:
cryoglobulinemia
lymphomatoid granulomatosis
hairy cell leukemia

B. Subtypes of vasculitis  according to mechanism of development

Wegener’s granulomatosis and Churg-Strauss syndrome

Panarteritis nodosa and Kawasaki’s  disease

Temporal arteritis and Takayasu’s  arteritis
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IgE
Eosinophilia HBsAgPolyneuropathy

1. Resting PMN
    and EC

2. PMN and EC
preactivated

3. PMN adherent
to EC

4. PMN activated
by ANCA

ANCA !1-antitrypsin

PR3

PR3-!1-
antitrypsin

PR3-ANCA-IC

A. Vasculitis development theory e.g., in Wegener’s granulomatosis

B. Wegener’s granulomatosis

3. Saddle nose 4. Vasculitis of the toes2. C-ANCA

C. Churg-Strauss syndrome D. Polyarteritis nodosa

Sinusitis

Allergic
rhinitis

Pulmonary
infiltration

Asthma

Carditis

Eosinophilc
gastroenteritis

Interstitial
nephritis

Myalgias

Arthralgias

Purpura

Skin nodes

Skin necrosis

Poly-
neuropathy

BP diastolic >90

Encephalomalacia
(juvenile stroke)

Coronary
insufficiency

Ulcers in stomach
and intestine

Livedo
reticularis

Testicular
pain

Myalgias

Arthralgias

Painful cutanous
nodules

Polyneuropathy

Bulbar protrusion
Otitis
Sinusitis
Swelling of parotid
gland
Pulmonary
infiltration

Endothelial cells (EC)

CNS granulomas
Episcleritis
Rhinitis,
ulcers
Subglottic
stenosis
Tracheal/
bronchial  stenosis
Glomerulonephritis
Myalgias/myositis
Arthralgias
Leukocytoclastic
vasculitis

c-ANCA

ICAM-1 ICAM-1 ICAM-1 ICAM-1

LFA-1 LFA-1

LFA-1 LFA-1

IL-8, IL-1

TNF-!

1. Clinical findings
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3. Diagnostic criteria of temporal arteritis

2. Diagnostic criteria of  polymyalgia rheumatica

Aching shoulders and/ or bilateral stiffness

Disease onset within 2 weeks

Initial ESR increase of >40 mm in 1 hour

Morning stiffness >1 hour

Age over 65 years

Depression and/or weight loss

Bilateral tenderness on palpation of upper arm

Patient over 50 years at first manifestation

Newly occurrent headache

Clinical findings in temporal arteries:

tenderness on palpation, pulselessness

highly increased ESR

positive arterial biopsy

1. Clinical findings in  temporal  arteritis/
polymyalgia rheumatica

7. Temporal arteritis 8. Head skin ulcer6. Histology of occluded
temporal  artery

5. Branch stenosis in 
Takayasu’s arteritis

4. Histology  of  Takayasu’s  arteritis

A. Clinical features of giant cell arteritis: Takayasu’s and temporal arteritis

ESR
CRP

Headache

Temporal  arteritis

Scalp skin necrosis

Jaw claudication

Pulmonary
vasculitis
(rare)

Coronary
insufficiency
(rare)

Cerebral infarction
via extracranial
vessels
(rare)

Ocular findings

– Loss of  vision
– Eye muscle-paresis

Polymyalgia
of pelvis/
shoulder
(bilateral)
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Blood
vessel

Skin
lesion

Vasodilatation Permeability

Edema

Histamine

Mast cell

Neutral
proteases

Histamine,
neutral proteases,
prostaglandin      ,
leukotriene

D2
C4

A. Pathogenesis

B. Triggers and manifestations

4. Urticarial  vasculitis

Urticaria >24h

Mediators
Hyper-
pigmentation

Healing with residual
pigmentation

Vasculitis
C3

C1q

Immune
complexes

5. Urticaria pigmentosa

Rubbing Edematous swelling

Mastocytoma Spontaneous
 regression in 90%

Complement
factors

2. Immunological urticaria

IgE

Bridging
of IgE molecules

Min.

Sensi-
tization,
degranu-
lationFood

Drugs

1. Physical urticaria

Dermo-
graphism

Aquagenic

Adrenergic
stress

Cholinergic
sweating

X-ray

Pressure Cold Heat
Light

3. Pseudoallergic urticaria

Aspirin

Preservatives

X-ray contrast
agents

kgkg

Hypersensitivity,
histamine
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Cumulative toxic
dermatitis
– weak event
– repeatedly
– e. g., frequent hand washing

or desinfection

Toxic event

Acute toxic dermatitis

– strong event
– only once
– e. g., sunburn

Allergic contact
dermatitis
–  non-toxic event
–  sensibilization causes

type IV allergy
–  e. g., nickel

A. Causes of dermatitis

a) Sensitization

Allergen

Light

Keratinocytes

Langerhans
cell

Epidermis

IL-1
TNF-!

Migration

T cell

Sensitization

Lymph
nodes

Vasodilation
and dermal
edema

Intra-
epidermal
edema

Lymphocyte
infiltration

b) Induction of eczema

Repeated
antigen
exposure

Edema Inflammatory
infiltrate

Extravasation

IL-1
TNF-!

AllergenToxic event

Endothelium:
adhesion
molecules

C. Pathogenesis

B. Contact allergens

Nickel

Leather,
chromate

Hair dyes with
p-phenylene
diamine

Antibiotics,
neomycin

Rubber
com-
pounds
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A. Atopic dermatitis (neurodermatitis)

1. Trigger factors

Allergic rhinitis

Allergic
asthma

Eczema on flexor surfaces

2. Pathogenesis

TH2 IL-4

IgE

B cell

IgE-
immune
complexes

Frequent
infections

Fc!RII
on
mono-
cytesIgE

TH1

Mast cells,
basophil
granulocytes,
releasability

Fc!R

Genetic factors

Metabolic disorders

Immunological disorders

Food

Skin irritations

Psychological factors

Environmental factors

B. Leukocytoclastic vasculitis

Deposition
of
immune
complexes
in vessel

Blood vessel changes

Urticaria

Papules

Hemorrhage

Necrosis

Symmetric
manifestation

IgA
nephropathy

Petechias

Complement

Systemic manifestation
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B. Bullous skin diseases

1. Pemphigus

Normal skin Acantholysis

2. Subepidermal
blister formation

Basal cell

Hemi-
desmosomes

Laminin
Bullous pemphigoid

BP-I, -II

Epidermolysis
bullosa acquisita Collagen VII

Herpetiform dermatitis
Reticulin

Collagen IV
Lamina
lucida

Ba
se

m
en

t  
m

em
br
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e

Lamina
densa

Dermal
connective tissue

Desmosome

Desmoplakin Cell  membrane

Cytoskeleton

Tonofilaments

Auto-
anti-
bodies

Auto-
anti-
bodies

Desmoglein

A. Psoriasis

1. Pathogenesis

2. Symptoms

Sites of
predilection

Psoriatic
arthritis

Skin scaling

Provocation

Epidermal
hyper-
regeneration

Auto-
activation

Inflammatory
reaction

Manifest
psoriasis

IL-8

Latent
psoriasis

Genetic
predisposition
HLA-DR7,
-Cw6, -B13

Immune
dysregulation
IgA   , ANA

Impaired
keratinization
IL-8, LTB4,
EGF, TGF-!
keratinocytes

Exogenous

UV

Endogenous

HIV

Ca2+ C2H5OH

a

b
c
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A. Chronic atrophic gastritis type A
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A. Crohn’s disease
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A. Autoimmune hepatitis

Criteria [   ] :

Associated with
rheumatoid arthritis,
glomerulonephritis, ulcerative
colitis, Crohn’s disease
Hashimoto’s disease Lobe of liver

Central  vein

Periportal field
with
artery,
periportal vein,
and bile duct

Lymphocyte
infiltration

B. Primary biliary  cirrhosis

Micronodular
cirrhosis

Bile duct

Hepatocytes Lymphocyte
infiltration

Cholestase,
maldigestion

Symptoms:

Jaundice bilirubin   , !-GT   ,
alkaline
phosphatase

Xanthomas serum cholesterol

Hyper-
pigmen-
tation of the
skin

melanin

C. Primary  sclerosing cholangitis

Cholestasis, malabsorption
bilirubin   , !-GT  , AP

Thickening
and stenosis of
bile ductsAssociated with HLA-B8, DR3

ulcerative colitis in 50%

HLA-DR3, -DR4

Histology:
chronic
hepatitisClinical findings:

Nausea

Sjögren’s
syndrome Vasculitis

Cryo-
globulin-
emia

Hepato-
spleno-
megaly

Jaundice Fever

Itching

Diarrhea

Lab. findings:

Transaminases GOT, GPT
cholestase: bilirubin, !-GT, AP

Hypergamma-
globulinemia

LKM 1

LKM 2

LKM 3

ANA

Ab

cytochrome P450 IID6, in  autoimmune  hepatitis

cytochrome P450 II C9, in drug-induced hepatitis

UDP-glucuronyltransferase in chron. hepatitis D

asialoglycoprotein receptor, smooth muscles

Autoantibodies

Associated with
Sjögren’s syndrome
(50%), scleroderma,
CREST, rheuma-
toid arthritis,
Hashimoto’s
thyroiditis

> 40 years

AMA
(antimito-
chondrial
autoanti-
bodies)

ANCA

> 40 years

Inflammatory  infiltrates in
periportal  field
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A. Genetic  predisposition B. Trigger factors

APC

R

Bronchial
hyper-
reactivity

Increased
IgE-
synthesis

Proteases
PAF
histamine
leukotrienes

House mite

Pollen

Animal hair
Animal dung

Nicotine

Feathers

Mold

Drugs
Chemicals

SO2

O3

Cold air

Stress

Physical
activity

TH2

IL-4
IL-10

IL-4
IL-6

IgE-
synthesis

Mast  cell

1. Sensitization

Smooth muscle contraction

Glands

2. Reexposure, early  reaction

Mucus

MBP
ECP

3. Late reaction
C. Pathogenesis

D. Allergic  rhinitis

IgE-loaded
basophils

Histamine

Edema of mucosal epithelium

T cell

Nasal
allergen
exposure

-Sneezing
-Rhinorrhea
-Contralateral
-hypersecretion

Prick test

Reexposure

Grass

Grains

Alder

Hazel

Birch

Mold

Mites

Animal allergens

Occupational allergens

IL-13
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Hematogenic
spread??
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alveolitis
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Mediastinal
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Lung involvement 90%
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Spleen infiltration

Skin lesions
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Arthritis

Erythema
nodosum

3. BAL

4. Chest radiograph

5. T-cell infiltrate in the liver
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Alveolar
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chemotaxis and
activation
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Interstitial
infiltration,
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mocy-
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Type II
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of pathogens
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1. Pathogenic model
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B. Idiopathic pulmonary fibrosis

Pulmonary fibrosis
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Neuropathy

Alveolus

2. Clinical manifestations
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Farmer’s lung

Bird-breeder’s lung

Air conditioner lung

Compost lung

Chemical worker’s
lung

Hay

Actinomycetes

Animal-derived
proteins

Air-
conditioning

Aureobasidium p.
Actinomycetes

Aspergillus

Isocyanates

1. Most common clinical syndromes

Inhalation

4–8 h

Fever,
coughing,
dyspnea

Therapy
with steroids

a) Acute course

Chronic exposure

Weakness
anorexia
weight
loss

b) Chronic course

A. Extrinsic allergic alveolitis 4. Chest radiograph

2. Immunological pathogenesis

C3

C3a

C3b

Alternative
complement
activation
pathway

IL-8,
chemokines

Early granulocytic alveolitis Lymphocytic alveolitis (CD8+),
interstitial  mononuclear
infiltration, granuloma formation

12–24 h

Dyspnea
while
resting

Impaired
ventilation

R

Animals

Compost

Polyurethane
foam

48–72 h4–12 h

3. Clinical outcomes

R
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4. Granuloma
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1. Droplet infection 2. Phagocytosis by alveolar macrophages
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3. Induction of a specific immune response
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Secretory proteins

M. tuberculosis

Phagosome

Calcitriol
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Cytotoxic
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tuber-
culosis

Blood
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Tracheo-
bronchial
system

A. Tuberculosis

Primary
complex

Lymph
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4–12 week incubation period
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Hematogenic
spread
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Caseous
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Death after
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Primary lesion
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d) Spinal
tap
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Hilar lymph node
tuberculosis

Exudative
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Minimal
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Miliary
tuberculosis

5. Complications
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Children Adults

5%Membranous glomerulonephritis 20%

60%

10%

10%
10%

5%

Lipoid nephrosis
minimal change GN 10%

10%

5%
15%

40%

Focal segmental
glomerulosclerosis
Membranoproliferative
glomerulonephritis
Proliferative GN (focal, lgA....)

Systemic diseases: diabetes,
SLE, amyloidosis...

1. Anatomy

Parietal epithelium

Immune complex
in capillaries

Endothelial cell

Glomerular basement
membrane (GBM)

Podocyte with
foot processes

2a. Immune
complex
deposition

2c. Anti-epithelial
cell Ab

A. Mechanisms
3. Mediators of glomerular damage

Direct
damage
(C5b-C9)

Proteases, eicosanoids,
NO, cytokines, growth factors

Periorbital
edema

Hyper-
tension

Pleural
effusion

Hypo-
albuminemia

Hyperlipidemia

Ascites

Edema

Proteinuria

1. Clinical symptoms

Urine sediment;
hyaline and
granular casts

Periorbital
edema

Oliguria

Hematuria

1. Clinical symptoms

B. Nephrotic syndrome

C. Nephritic syndrome

2. Causes of nephrotic syndrome

2. Causes of the nephritic syndrome

Postinfectious GN
Rapidly progressive GN
IgA nephropathy

Hypertension
Proteinuria

2b. Anti-GBM
Ab

Neutrophil
activation

Platelet
aggregation

Monocyte
activation

Secondary
T cell
migration

Mesangial
cell
activation

Cytotoxicity

C5a

Urine sediment;
Red blood cell
casts
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Podocyte

T-cell
cytokines

A. Minimal change glomerulonephritis (GN)

Fusion, loss of
foot processes

Loss of digital extensions

Albuminuria

Lipid aggregation
in tubular cells

Nephrotic
syndrome

Good response
to corticosteroids,

good prognosis

Idiopathic >80%
(genetic predisposition)

Infections
Carcinomas

SLE

Drugs

Gold, mercury

C. Membranous glomerulonephritis

Thickening of
basement membrane

Nonselective
proteinuria

40% - Progressive
course with
renal failure

Poor response
to corticosteroids

Hepatitis B, C
SLE
Infections?

Ab against
C3-convertase

Nephrotic
syndrome

acute nephritis

40% - Progressive
renal failure

30% - Partial
renal failure

30% - Persistent
nephrotic
syndrome

Electron microscopy

EM: Dense deposits

Loss of
foot processess

D. Membranoproliferative GN (MPGN)

Complement
activation,
consumption

Subendothelial
IgG, complement
deposition

Intramembranous
C3 deposition

Granular IgG deposits

HIV-infection,
heroin
abuse

Secondary to
other GN

Secondary to
compensatory
hypertrophy

Idiopathic

B. Focal segmental glomerulosclerosis

Damage to
epithelial cell

Deposition of
proteins,

lipids, fibrin

Mesangial
proliferation

Poor response
to corticosteroids

Loss of
foot processes

Deposition
of IgM, fibrin

Segmental sclerosis

M

Type I

Type II
Tramtrack effect
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Immune complex deposits

A. Postinfectious (acute proliferative) GN

Common symptoms,
hematuria

Hypercellularity
in all glomeruli

Children Adults

> 80%
Healing

~50%
Healing

No specific
therapy

Type I Anti-basement membrane Ab
with/without pulmonary bleeding

Type II

Type III

With immune
complexes:
  idiopathic,
  systemic
  diseases,
  postinfectious,
  Schönlein-
  Henoch

Pauci-immune:
   idiopathic,
   Wegener’s,
   PAN

B. Rapidly progressive GN

Renal insufficiency in 90%

Aggressive
immunosuppression:

high-dose steroids
cyclophosphamide

Genetic
predisposition,
infections

Increased
IgA
synthesis

IgA immune
complexes

C. IgA immune complexes

Mesangial IgA deposition,
mesangial proliferation

Infection of airways

Hematuria, kidney pain

Children Adults

High
healing rate

Slowly
progressive

Idiopathic

Infections Drugs

Interstitial
deposition

Granuloma formation
Interstitial edema,
kidney enlargement

D. Tubulointerstitial nephritis

Hypercellularity

Eosinophil infiltrates

Linear IgG deposition

IgA deposits

No specific
therapy

Rehydration
Steroids??? Medications

Fever, eosinophilia,
exanthema (25%)

Renal damage
(hematuria,
proteinuria,

leukocyturia)

Renal insufficiency
(avoid dehydration)

Crescent
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TSH

I2

Thyro-
globulin

TSH
receptor
(TSHR)

A. Autoantigens of thyroid B. Most important autoantibodies

Weight
loss

Tremor

HLADR3+
HLAB8+

1. Clinical symptoms

Pretibial
myxedema

Diarrhea

C. Graves’ disease

Goiter

Palpitations
Tachycardia

Viral
antigen
“mimicry”
of
TSHR?

TH2

IL-4, IL-6

B cell

T3,T4
TSH TSHR

2. Immunopathogenesis

Exophthalmus

CT scan of the eye muscles
3. Endocrine orbitopathy

Activation
of
CD4 cells

IFN-!
TNF
IL-2

CD8

Damage
to thyroid cells

Release of
autoantigen

TPO and
Tg Ab

D. Immunopathogenesis of
      Hashimoto’s thyroiditis E. Clinical signs of hypothyroidism

Deep,
hoarse
voice

Thin
hair

Goiter
(often small)

Macroglossia

Cold
intole-
rance

Bradycardia

Hypo-
reflexia

Hashimoto (histology)

Myxedema

Target Ab Effect of  antibody
Thyroglobulin (Tg) Tg-Ab

Microsomal
antigen, thyroid-
peroxidase TPO

TPO-Ab Decreased iodination of Tg

TSH-
Receptor

TSI Thyroid stimulating
immunoglobulin:
hyperthyroidism (Graves’ disease)

TBII TSH-binding inhibitory
immunoglobulin:
hyper- or hypothyroidism

TSBI Thyroid-stimulation
blocking immunoglobulin:
hypothyroidism

T3T4

T3

T4

TPO

HLA  DR5         HLA DR3

Exophthalmos APC

?

Heat
intolerance

I2 I2
I2

I2
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1. Early symptoms 2. Late complications

A. Clinical manifestations

Binding of
peptides with
negative charge
at position 9
(Asp/Glu)

Serine/Ala
at AA 57

TCR

IFN-!
TNF-"
IL-12TH1

Protection

Aspartate
at AA 57

Binding of
peptides with
positive charge
at position 9
(Ser/Gly/ALA)

TCR

IL-4
IL-10

B. Genetic control

Infection
e.g. Cox-
sackie virus

Peri-insulitis

Molecular
mimicry
of GAD

Anti-GAD-
immune
response

C. Hypothetical pathogenesis

Intrainsulitis
Years after disease onset

Local immune response

APC

Release of
other
autoantigens
(e.g. insulin)

Auto-
anti-
bodies
with
multiple
reactivity

Antigens in steroid-producing cells
D. Autoimmune polyglandular syndrome (APS)

Type I: juvenile form
Adrenocortical insufficiency
Hypoparathyroidism
Candidiasis

Risk

DRB1-0405
DQB1-0201
DQB1-0302
DQB1-0502

DRB1-0403
DQB1-0301
DQB1-0602

TH2

Hypertension

Microangiopathy
Stroke
Retinopathy
Cataract,
glaucoma

Ischemic
cardiopathy
Glomerulo-
sclerosis
Autonomous
neuropathy
Peripheral
vasculopathy
Gangrene

Keto-
acidosis

Polydipsia

Polyphagia

Polyuria
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Disease
signs
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Adrenal
cortex

Calcium-
sensor

Interstitial
Leydig
cells

17"-OH/
p450scc

Cytochrome
p 450IID6

Intrinsic
factor

Type III:
Autoimmune thyropathy
Hypogonadism
Ovarian insufficiency

Type II:
Adrenocortical insufficiency
Autoimmune thyropathy

#-islet

21-OH

Molecular
mimicry

Genetic
defects

Parathyroid
gland

Liver

Gastric
parietal cell

Hypogonadism,
chronic  hepatits,
pernicious anemia
less frequently

TH1

P1

P11

P1

P11
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Minor criteria Major criteria

Fever

High ESR

CRP

Long PR interval

1. Primary manifestations

(Pan-)carditis

Erythema
marginatum

Chorea
(uncontrol-
lable
movements)

Subcutaneous
nodules

Arthritis

Arteriole

3. Histopathological picture

Streptococcal
pharyngitis

Lymph
nodes/tonsils

Valvular
vegetations

Aschoff’s
bodies

Fibrinous
pericarditis

A. Rheumatic fever

Bacteria

Spirochetes

Parasites

Rickettsia

Fungi

Viruses

Infection

B. Myocarditis

CD8

CD4

Cytotoxic
reaction

Cross-
reactive
antibodies

1 week–
4 months
after myocardial
infarction

After
cardiothoracic
surgery

Release of
myocardial
antigens

Anti-
sarco-
lemmal Ab

Anti-
myosin Ab

C. Dressler’s syndrome

Capsule

Cell wall

Protein
antigens = M

Group-
specific
carbohydrates

Mucopeptide

Cytoplasmic
membrane

Valves

Neurons of
subthalamic
and caudate
nuclei

Cross
reactivity:

myosin,
tropomyosin,
synovia,
cartilage,
brain

Cy
to

pl
as

m

4. Pathogenesis

2. Streptococcal antigens

Expression
of microbial
antigens,
adhesion-
molecules

MHC II
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1. Early lesion

A. Morphological and histopathological findings

2. Late lesion 3. MRI

Myelin proteins:
MBP
PLP
MOG
MAG

Encephalitis

T cell transfer

Disease
transfer

B. Experimental autoimmune
     encephalitis (EAE)

Genetic
predisposition
(DR15, DQ6) + noxious agent
(Virus? Mimicry?)

Reduced
myelin synthesis,
apoptosis

Phago-
cytosis

Release of
myelin antigens

IL-1, TNF-!, NO, H2O2

Macro-
phage

Astrocytes Myelin
auto-Ab

Microglia

Diapedesis of
autoreactive
T cells

IL-2
TNF-!
IFN-"

CD4

Activation

TH1

TH2
IL-4
IL-10

C. Immunopathogenetic mechanisms

E. Treatment approaches

Reduced signal transmission

Impaired
vision

Paresis Ataxia

D. Clinical features

Increased signal transmission

Inhibitory
neuron

Paresthesia

Tonic
contractions

Lhermitte’s
syndrome

Stimulating
neuron

Stimulating
neuron

2. Treatment of primary
2. progressive MS

Methotrexate,
cyclophosphamide, (IFN-#),
cyclosporine

1. Treatment of
 relapsing-remitting MS

Corticosteroids, IFN-#,
polypeptides (glutiramer),
azathioprine,
intravenous immunoglobulins
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Ascending
symmetrical
muscle weakness

Respiratory
failure
vegetative  disorders

1. Clinical features

a) Plasmapheresis

3. Therapy

Neutralizing
antibodies

Blocking of
Fc-receptors

b) High-dose i.v.
b) immunglobulins

Surgery Campylo-
bacter jejuni,
EBV/CMV

Tumors
(malignant
lymphomas)

Antigen
release

Molecular
mimicry

Autoreactive
T cells

CD4+ T cell

APC

TNF-!

NO

Proteases

2. Pathogenesis

Uncontrollable
epileptic seizures

Anti-
glutamate
receptor Ab

Anti-glutamate
R3 Ab

+20
mV

-90

A. Guillain-Barré  syndrome

Central
neuron

Hu antigen
Ri antigen

Peripheral
neuron

Hu antigen

Yo antigenPurkinje
cell

C. Paraneoplastic neurological syndromes

Dysphagia

0

Na+

Glu

Neuroblastoma

Na+Na+
Na+ Na+ Na+ Na+

Na+ Na+ Na+ Na+

Na+

B. Rasmussen’s encephalitis

Physiological

O2

TH1TH2

Breast carcinoma

Ovarial carcinoma

Lung carcinoma
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a) Ocular form b) Generalized form

Diplopia

Chewing
problems

Nasal
voice

Dysphagia

Failure of
respiratory musculature

1. Clinical features of myasthenia gravis

Decremental response to repetitive
stimulation

Improvement after administration
of acetylcholinesterase inhibitor

c) Electrophysiology

Na+

a) Neuromuscular
a)a) junction

Comple-
ment-
mediated
lysis

Reduced AChR count

Defective T cell
interactions
Expression of
AChR/titin in
tumor tissue

c) Thymoma-associated MG

Myogenous cells in thymus

APC CD4

d) Thymitis-
d) associated
d) MG

b) Changes
b) in MG

2. Pathogenesis
A. Myasthenia gravis (MG)

Dry
mouth

Weakness
of
shoulder
and pelvic
muscles

Micturition
disturbances

Reduced ACh release

Serial stimulation
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Antibody
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Hematogenic spread
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Modification of autoantigens,
 molecular mimicry
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B. Immunological pathomechanisms
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A.  Protective mechanisms
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A. Anterior uveitis

Iritis Cyclitis

Iridocyclitis

Iritis

B. Intermediate uveitis

Antigen? T-cell
activation

Endo-
thelium

HEV

Antigen
presentation

T-cell proliferation Vitreous cells

Posterior
cyclitis

Peripheral
retinitis

Vitritis

Snow
balls

Snow
banking

Cystoid
macular edema

C. Posterior uveitis: Causes/associations

D. Toxoplasmosis

Retinal vasculitis

Granulomatous
papillitis

Destruction
of
neural fibers

E. Sarcoidosis

F. Histoplasmosis

HLA-A29: RR=224!!

Binding of
S-antigen-peptides?

Granulomatous
intra-/subretinal
inflammation

G. Birdshot chororetinopathy

Idiopathic
HLA-B27 associated

Spondyloarthropathy
associated

Herpes infection,
yersiniosis, borreliosis

Heterochromic uveitis
(Fuchs’ disease)

Behçet’s disease,
JRA, sarcoidosis

50 %

Idiopathic

Sarcoidosis

Lyme borreliosis

Multiple sclerosis

70 %

IFN-!

Congenital/acquired

Vitritis
Retinitis/papillitis
Inflammation of
anterior chamber

Retinal infiltrates
+ pigmented scars

Hypersensitivity
to histoplasma Ag

Subretinal neovascu-
larization, bleeding

Peripheral +
peripapillary scars

Birdshot retinopathy

ApMPPE

Sepiginous choroiditis

Syphilis
Tuberculosis
Borreliosis
Leprosy
Whipple’s disease
Brucellosis

CMV
EBV
HSV
VZV
HIV

?
PAN
Behçet’s disease

SarcoidosisToxoplasmosis

Histoplasmosis

Scar focus Choroidal infiltrates

Macular lesion Pigment defects

Polyclonal
B-cell
activation

Immune
complex
deposition

Molecular
mimicry HLA-B27
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F. Ocular manifestations of systemic diseases

RA SPA SLE SJS JRA Wegener PAN Behçet Sarcoidosis

Conjunctivitis
sicca

Episcleritis,
scleritis

Keratitis,
corneal ulcer

Anterior uveitis

Vasculitis

Choroiditis,
panuveitis

Syphilis
Borreliosis
Yersiniosis

CMV
EBV
HIV

Behçet’s disease

Sarcoidosis

Vogt-Koyanagi-Harada
syndrome

Multifocal chorioiditis and
panuveitis

A. Panuveitis: Causes and associations

B. Uveitis with Behçet’s disease

Bilateral panuveitis

CNS symptoms
Meningism
Headache
Pleocytosis

Hearing loss, tinnitus

Vitiligo, alopecia

C. Vogt-Koyanagi-Harada Syndrome

EBV??

Vitritis

Chorioretinal
lesions (fundus)

Scar formation
in macula

Chronic outcome
with recurrent disease

D. Multifocal choroiditis and panuveitis

HLA-A11 Per-
forating
wound

Anti-S-100
Anti-IRBP

Injured
eye

Attack
on
healthy
eye

Granuloma
formation

CD8

CD4

Müller cells

E. Sympathetic ophthalmia

TNF

Hypopyon Neuritis, accompanying
vasculitis

IL-8

CD8

CD8

Sympathetic
ophthalmia

Phacogenic
uveitis

Right eye: scar

Left eye: beginning iritis

Choroid detachment Choroid lesions

Obliterative vasculitis
of the retina
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Fetus:
paternal
MHC-
antigens =
foreign

Spermatocyte
peptide antigen

Acro-
somal
antigen

Oocyte

1. Antigens

A. Immune-mediated infertility

Infertile
due to
auto-Ab

2. Auto- or isoimmunity

Infertile
due to
auto-Ab
or
iso-Ab
(anti-
spermato-
cyte)

Prevention of sperm
exposure for 6 to 12 months

Intrauterine insemination

Immunosuppression

In vitro fertilization
(intracytoplasmic sperm
injection)

3. Treatment options

NK cell
Progesterone

PIBF

T cell

TNF

Placenta Trophoblast
cell

Inhibitory
signal

HLA-G

CD94

TH0 TH2

IL-4
IL-10

IgG1

TrophoblastAPC

FAS-L FAS

Trophoblast T cell Apoptotic
cell

B. Maternofetal tolerance

ITP

Day 1 to 7 after birth

Transient
hyperthyroidism

TBII

Transient hypothyroidism ~20% of
pregnancies
of myasthenic
mothersDifficulty

in swallowing
and breathing

Transient
myasthenia

AChR
Ab Partially

endogenous
auto-Ab
formation

C. Neonatal autoimmune syndromes

Discoid
skin
change

AV-block

CytopeniaBradycardia

Transient neonatal lupus syndrome

TSI
Ab

Anti-
cardiolipin
Ab

Stroke,
thrombosis

Zona pellucida
antigens, ZPI

ZPII
ZPIII

a
b

IL-10

Trophoblast cell
derived factor

Thyroiditis Myasthenia
gravis

ACA

SLE, Sjögren

IT
P

G
ra

ve
’s

disease

NK cell

Ab

Anti
Ib/IX
Ab

SS-B AbSS-A Ab
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A. Vaccination calendar in childhood

Tuber-
culosis

(Still
performed
in some
countries)

H. influenzae,
diphtheria,
pertussis,
tetanus

Measles
mumps
rubella

Poliomyelitis-
oral vaccination

BCG DPT
S.C.

Birth 3 15

Rubella
vaccination
for girls

DT Polio-
myelitis

PPD-test

6 10 11–14 14

B. Optional vaccinations

For journeys in endemic regions

Typhoid fever
live vaccine

Use killed
vaccine in
high-risk patients

No problems

Yellow fever
live vaccine
attenuated
D17-strain

Pregnancy
Egg albumin allergy

Low grade fever

Cholera
killed  vaccine

AllergiesLow grade fever

Pneumococci
dead vaccine
capsular polysaccharides
in 14 serotypes

Ongoing
pneumococcal infection,
chronic purulent diseases

Mild local
reaction

Splenectomy
Sickle cell anemia

Rabies
killed vaccine

Before exposure:
allergy to
neomycin and�
tetracycline
in vaccine

After exposure
(animal bite)
Before exposure
in  veterinarians,
forest-workers,
hunters, etc.

Fever,
lymph node
swelling

Pathogen ContraindicationsIndications Side effects

Short
fever reaction

HBV
recombinant
HBsAg-vaccine

Pregnancy
Known allergy

Hospital staff,
Dialysis patients,
Family members of
HBV-carriers
prostitutes
Homosexuals
Drug users
Travel in endemic regions

Allergic
reactions (rare)

Influenza
killed vaccine

Acute diseases
Egg albumin allergy

Very ill patients
> 60 y

Age in months Age in years

Basic immunization Booster vaccinations

18

i.cutan.

–
–
–

–
–
–

–
–

–

–

–
–

–
–

–
–

–

Vaccine
titer test
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Low virulence

C. Recombinant vaccine strains

Plasmid
Bacille
Calmette-
Guérin
(BCG)

Vaccination

Recombinant
vaccine alone
is ineffective

Cloning into
suitable carrier

Protected by
T cells

A. Synthetic peptides

Synthetic
peptide

Processing
by APC

MHC class II

Strong B-cell  response
weak T-cell response

B. Recombinant proteins

E. coli

Recombinant
vaccine

Plasmid with gene
for vaccine and
with antibody-
resistant genes

Selection of plasmid-bearing
E. coli by antibiotics
production and export of
vaccine into supernatant

Centrifugation
and purification

+

Antigen

D. Deletion mutants

Wild-type virus:
highly virulent

Restriction endonuclease

Isolation
of genome

Single strand-specific
nuclease S1

Ligase

MHC class I

Virus receptor

Reduced replication –
but strong stimulation
of immune response

CD8
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a) Inhibition of  TNF-! effects by anti-TNF Ab (e.g., in  RA)
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