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Stevens-Johnson Syndrome- 
Toxic Epidermal N,ecrolysis 

''"-5'fi*? - ,. , .. . . *.-"-- . . ., ---c-, . rr .-,.. 
DEF l NlTJQN 

Stwas-lohason syndmme (SJS) rad toxic, q i d u d  d y s i s  
m; syu,tyefl'r sy~dmmc) uc c k t y  dated stwe, q i s d i c  
m n e ~ i a o o ~ ~ ~ m r w t ~ ~ c l i e i t e d b y  
Qugs Md lus so by hfdm. Bolh am damcocrizcd by npddly 
arpurdiag m m h  r a r h  dm Wih uyp iu l  (HU imsdlr) lagcl 
lesians, a d  involvemnt of mwt rhaa oae m d  site l d ,  eon- 
junctivd, md .wgmiuI). In TEN, tho Mb 4- & w i w  
~ & ~ , a d b u l l ~ d o r s e b m e n r a f t b o p i d m a i r n r r m -  
bling d d i n g .  Omstinnid sympwms utd h e r d  ogm i n w b  
r n e n ~ m x u r h n d m a y  kswueSISmdTPIamioprindple 

A- 

self-limit& tbc morldity nte is signif!l~~~r. bowewr. Md & 
dw to nwaad d o g  may develop. 

At wni i3 i@bk lo draw an absolutely ohrrp line of - disrinuioll bClWhCP SIS-TEN Pad the mwr sewre farms of q- 

thanr d d f w m c  a d  tbw to =dude US-TEN from the eylRtrm 
ma- spLEPrrm, Tbis isrue is discus4 in d d l  in Qup. 58. 

CtASSlFlCATlON d :4 
~ ~ d ~ w E l c i t l y a r c p e u t y ~ d b y r m n y a u , u r h w s m b e  '; 

ideatid md fa atr ody in sew.' htucsbngly,  nobody (ex- . ; 
wptLypllhid)cvaprapoasdtolbradonthetumTElVk- : 
c a w  i t  may be b m g m c o u s  md inelude cam ah# than m u i -  ; 
d vari- of SIS-4.g.. what tm h called TEN rviulenu 
+'" CirclPmpscdoa hu lR11s b#n reEommcadeb4 4 u  tho 0 t h  
band, mast of TPI am liMy to dtvelop fmm SJS': thrrrfm. 
md k c w e  cleu disrinctim of thcsc rmirics is knpossibk in mosl , 
of ltre m p k d  suics, both a d d t  with tow- In this bpw. 
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SECTION NINE 

646 Fpidrrrnix Dimrden of Epidrmal Cohnion 

md allopun'nol are  1rnpom1 causes of SJS-TEN in developed 
counm~s,",~' whcrw an~ilukrculosis drugs play an important ro1c 
jn Third World c o u n u i ~ ~ . ' ~  AnljbioGcs havc bccn more often sus- 
pected than actually causative; relevant risks may exist for ampi- 
crllin, macrolidts. and cjuln~loncs.~~ In 3 of 20 cascs of TEN ob- 
served in Singapore, Chinese herbs wcre found lo be mponsib~e.8 
A w i t t y  of b i e r  agents, such as cndocrjnc agents. chinine-con- 
raining kveragcs," a i h r n e  ton~ns , '~  and contacl allergens and 
toxins, have bten implrcakd in the etiology of SJS-TEN. 

11 is a likrly drawback of h e  stalidcal approach to fit ei~ology 
of SIS-TEN h a (  h g s  !hat may have been taken during hc p m  
hrnd phase 10 a l l t ~ i a l e  Syrnploms cannot k disdnguishcd from 
tho% that actually caused hc diseart. Thc often-listed antibiotics. 
pymolona, and sdicylates may k such cares We susprc~ &at Ihe 
same holds h c  for systemic glucbconicoids. whach were iound to 
be associated wilh a surprisingly Bgh relat~ve risk of 12.~ '  

Infectious agents play a much lcss pmmntnt role as incltmg 
facton in SJS-TEN. The most lhoroughly documented cascs have 
becn host praipitatcd by M y c o p l r r ~ m  pne~rnon iac )~  which has 
also bten isolated from the ltsions of SJS-TEN.3' Less sell  docu- 
ment& cases k v e  been Linked 10 hist~~lasrnosia.~~ admovims in- 
fections, htpauus A , ' ~  idcctious' m~nonuc lcus i s .~  coisackicvirus 
B5," --negative scpticemia,'3 milker's nod~ks , '~  urd yssj-  
n i o ~ s , ~  me link MI other infectious agenu i s  mom tcnuom. 

Thc isuc of iadividual rnsposiag facton hat  may pmmotc 
thc dcvelopmmt of SJS-'fEEI h u  not b K a  rbomughly a d h s s t d .  
, u m r n ~ i r ~ . ~ ,  L - ~ y  a r m  ~i S J S - ~ , ~ ~ , ~  - ~ L ~ C ' ~ ' t r i i i t y d i ~ r ~ ~ r y . u d ~ t e d b y  
LhG a-atie With C& KLA brph#yp.28 Sym~gtsbc efftE1s 
(e.g,, W. i d d o n  md dmg intake'?) aad drug in&ncriaas are 
likefy to plry mlu  in mmy cases (in one study patitnu look a 
mcan of 4.4 drugs prior ta Ibe ODW of TLY~'). Pbysicd futon 
such as e x p u n  m ultnviolct ti&@ and  x-ray^^'.'^^' may prc- 
cipitalt drug-induced SIS-T3iN. witb thc skin Itslonr k i n g  of max- 
imal intensity at h e  sites of c x p ~ u r c .  ALo. SJS-TEH a g p ~ ~  to 
occur pfaentially ia prbcna with multiplc cmditiom; urompa- 
nying d i m s  often &w witb immuM actiraaon. such as col- 

vmculu diseases. acoplaria md lymphoma, acute GVHD, and 
even va~cination?~'' 

Acutt GVHD is an ohviourly m n  but i n ~ s l i a g  caust of SIS- 
TEN9; according to am sr~uty,~" m c u d  in 9 of 152 al- 
togcncrc bone m&ow raipicnts aud may thus be marc frqucnr 
lhan prev~ously suspactcd The rtlationrhip bcturtcn acute G V W  
and TWJ is cooccpnznlly diffkult la ~scss k a u s t  skin lesions art 
nearly indisnnguishablt bth clinicaUy and hstologicdy; the diT- 
fcrencts htwccn the hvo tnuties perfain m a  to typc and scvtnty 
of inwmd ~ r g ~  involvement (gutrointesljna~ Uiicl. liver) ~haa to 
skin invol~cment Sincc all bne r n m w  dlo& ruipicnu arc 
subject to factom lbat in their own right (or synergistically) may 
prccipitaw TEN (x-rays, cyrotoxic drugs. oft- dso mfcctiont like 
cy~o&aaJovinrs), i l  i s  lrnpossiblr to decide which role is 10 be 
ascribed to GYHI). It is cleat. however, that TDi my rcsulr from 
acuu G W  independently from dmg intake; i t  war obscrvcd in a 
patitnr with thymus hypoplasia who took no dntgs5' and can be 
rcpraduccd in an animd mdel  lor acule G V ~ . "  'TEN in acule 
GVHD has k m  shown to havc 1 1DO% mortality rare. 

identification of 0 e  pmvwative agtni msu mainly on history 
slhce skin terbng and in v i m  rests pre usually not h c l ~ i u ! ~ ' ~ ~  
and rxpsurc tesu are chically ul~acecptable. Exceptional rtporb 
describe p i t i v e  inarcutancous and patch reatsW.*' und positive 
Iymphmylc transformation tesue' or incrcascd lymphocyte susctp 

~ ib i l i~y  to cytotoxic kilhng by liver microsome-~nduced drug intcr. 
rncdiaiesm in pauents with drug-induced E N .  

I .  , 
PATHOGENESIS 

The palhomcchanisms operative in SJS-TEN arc only panidly re- 
solved. There are analogics to the mechanisms of hupcs simplex 
virus (HSV)-related eryrhema rnultiiomc (EM), but imponant dif- 
fcrtnccs have become apparent. Like EM. SJS-TEN is viewed as a 
cylotoxic immune reaction aimed at the desrrucuon of kcrahnocytts 
expressing ioreign (drug-related) anligens, with little evidence far 
a role of humoral immunity. An immune genesis is also suggcskd 
by the characteristic lag bttween exposure and discme onset ( 1  to 
45 days: mcan. Id), which tends lo be much briefer in the m e  
insmccs of rcpcald exposure. Dmg-spcclfic f ceO activalion (in- 
~trcs!ingly including bolh CD4+ and CD8+) has ken shown in 
vitro on peripheral blood mononucl~ar cells of paucnts wilh bullous 
d m g  eruptionsh2: a hgh rate of prnduclion of inrcrle~kin-5 In ad- 
diuon !o o lhu  cytokincs was noltd. As in HSV-relplcd EM, cpi- 
dermal injury is based on the inductitin of apopto$s63.M: further- 
more, in both condirions. dermal mononuclear cells were found lo 
be dominated by mernmy CD4+ lymphocytes, wbtttas CD8+ cy- 
toronc ceUs (and luge  granular lymphocytesb5) were prcvdeat in 
thc e p i d u m i ~ . ~ . "  In both condilions epidermal kerslioocyies ex- 
press ICAM-1 a d  M C  clsss I] auugcr~: Lmgcrhans cells art n b  
tably reduced or a b w t 6 '  

It h is  always puztlad investigators how Ibc rtlrdvely few cy- 
totoic ccUs prrsenr in tbt epidmnir d paticuts w i a  SJS-TEN m*r,,: 
induce an epidermal ~njury far in excess of that of EM. which fa:' 

many more such effector cells. Paqun cl  al.4~69demonsm~d 
Iha m SJS-TEN, ip conuarr to EM, inflammamq cells conlain 
large numkrs of achvaied macrophage4 and factar XJl l+ den& 
cyrcs: lhcrc is a drstic ovcrtxpmsion of tumor nccmsis factor a 
( m a )  ia thc cpidcrmia, while only rninutc mounls of h i s  cyto- 
kine art Iowld in EM. IWFa is thus likely to play an srnpoMat 
role in epidermal desmpcdon, by inducing rpptosis directly or by 
artracting ~ytotokic cffactor ctUs. or brh. 7he s o w e  of RlFa may 
bt b t b  mocmphagcs and kcrarinocytcs: mumat stimulation is 
tilrtly. In rhis context, it i s  intcrtsting h a t  physical bcron that 
prccipitart or drastically actenmate drug-induced S J S - r n  arc 
horn to stimulau TNFa erprcssion in keratinoeyrrs (ultraviolet 
light and x-rays). 

The n a w  of the antigens that drjvc Ihc cytotonic ccllulw im- 
mune reaction i s  no1 wcU understd. I t  hu k n  p r o p s 4  that 
dmgs or rhcu rnthbo1i1cs act as haplens and render keratinocytcz ;,' 
antigenic by bmding to their surf~cc.'~~'%bnously. the drug-md- ,- 
ificd pfidc may be prescntcd an both major histo~ompatibility 
complex (MHC) I and MHC II Shear ct a ~ . ~ )  linked 
cutmwus dtug uuplions lo a defwt of the dt!oxificauon systems 
( ~ n  both liver &d ;kin): aromatic drug mcrababsm by cytochromc 
PdJo leads to formation of rtacuvc hydroaylanincs from sulfona- 
M d t s  or artnt widw from aromalic anticonvulsants lhat bind to 

cell constimenrs if not rapidly dcrowfied by epoxidc hydrolasu. 
Gcncuczlly dttcrmind defcctivt detoxificatio~ may *us rtsul! In 
w t  l o d c l ~  or alterahon of the antigenic pmpefies of kcratino- 
cyles. ThjS  atlractive hypxhcsis m a n s  ro be proven; it 1s sup- 
+fled by rhe a ~ s c ~ i a l i k  of SJS-TEN with the carbamaztpine Or 
hydmioin hypcncmilivity ~~n&ornts ,~' -" Ihc assmlation wilh ihe 
slow accrylator ~henotypt in sulfonamide-triggered sJS.TEN.~' 
prclimirury results of in viao cyrotoricity as~ayr . '~  and Ihe over- 
propohonat mcrurencc in HIV-infected patients who arc deftcienr 
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1 , III glutatbitme, an i m v ~  scavenger ot toxic ~orngwndr.".~ It C H A m  59 
bar hm hrpothcsizcd h e  cylaoslc assault may be directed at S b d * m o n  Synd-To*~ Epid-1 N~drnis 64 7 
v i d  antigens Wt persist in skin suucnu~s." Although dnrg-ia- 
ducal SJS-TEN occasionally occurs in animals?' no animal d l  branes (nc~mtic tp~rhslium d fibria) (Fig. SPIC) or shrrllow 

/-- is avdable at p m t .  
f aphthow-Blrc u h ~ .  Thc lips ue covered by chPracteriwc massive 

d .  Autoantibodies against desmoplakin I and 11 have k c n  d#ecred bm-ic mas. Oral lesions ue severely painful md cause cat- 
in I glbsa of SJ5-I In these m a s .  suprrbrsal x~ntholyais was ing Pnd M a g  dif8edtii AQ$ ~ i v ~ .  If more 

I '  p m t ,  while he cliniePl d i m  was no diffclmt fmm o k  pr- tbe m y  cxtcad to ths ginfiv4 tongue, p h w ,  n d  cav- 

/I h t s  w l  SYS who k k  t b c  dbodirr While pahogenit ~ l r -  i~y. MCI even la the lynx. uophyus, .nd m p h m y  h e .  Olitlr 

1:: r a w  of thue m t i b a d i c r  r#w to be established far this  sub^ - &a may be been. Conjuncrivd inwlwmurt leahrrrr i n n m a -  
pi: d USm it is rn clear ar yet how drese patients differ fmm oLer lion and dmnmis.  wimduion urd priahrl -ions. rad bilatual 

1 patknu with S3S. I d m d ~ n  h mmrnrrn ut punrlent rmjunetivitis with photo- 
phobia ~ d l o r  psuadomembrpacs, & ukcratlon, satmior uvei- 

I !  tis. a d  pmaphlhrlmids. Genital involvcrwnt mnrt o h  ~ a c l ~  

C*.,!, . 1:. prinhl kmonhgic brtllous-cdve rn pundent lesions of lbe f m a  
n r v M  md glans pcnis in mPltr. w tk n J v ~  and vagina in ' CUNICALFUTURES(S~~:T~~~SPI) p, fsmaks Pad may l ed  to urimy remh and psimaris. ARll- 
s i m a a m b ~  

S J S - ~ b P g i a s w i r h ~ w o j p c e i f ~ ~ o i l t o 1 4 & p i n u  
bdf oftha iwer. mrlrids hudrehq -4 eoryh. Symptom . smt tbrwS c h t  pain, mai- d i e ,  myalgirs, d mhdgiu. 

oftrn f d  ill and wive mfimhobirI md urti-idlrmrnP- Cwrsr i t~dd s i p  i n e W  fevur, m g i a s ,  d c s r ,  a d  p 

; oCfendipg fww. Tbe m e t  of b suddtn, its sswriry vuies in mi most often a[lsuiag the -ry Pnd gpsfroinmtbd 
;! # i o l i a w i d s l i m i t s i n ~ d b c v i t y d t h h g p i d ~  ~"acrr .TncbulrPdbrmrhiJr~iae ludebrrrth ing~wl-  

d onset of dm mplrm, tapidity of evdwma~l. total tics. h g h i n g  of Ihc ~CS- h c ~  mueasa W n g  KI pusisteat 
w-dace uu iavolved a d  of dm, b-~t mu&, bmnchiPl -and a p t o r a h  of- o r ~ b , ~  

d m c m h  peeomp~yiag cdRltiwP1 &it di&css s m m  meheitis, m y  pllmaauy 
. qnptam, m d i a w n a l o r g r a i a v o f ~  d i m  * md ~ . ~ c o m m w r l y ,  
' Amwuh,at6m..~IIifammshappmhtonhcfaa. W i n v o l ~ ~ ~ ~ P a d g ~ ~ ~ -  

r r s e C ~ , d ~ m l ~ ~ d m a y t h t n s p r t d m r h s ~ -  i m m h d b b h & e o h n k ~ w a ~ r n ~ d h a p # i l i s h v t  
' ~ ~ a W r b t r d o f r b c W y . ~ i n d l ~ ) e s l w r ~ ~ r t m -  knrepMod~Tostieity,&hyhiaa,~waimrpdder~~Iyte 

~ a f a r g a l ~ d p s l o ~ ~ ~ m ~ ~ n ~ r m ~  ~ c C m r y p r o # s d t o h s m o d p r m i c ~ p l ~ e d e a y  
~ ~ y ~ d ~ y w e l l ~ p r l e L i v l d  m t a U t o b h u i a n , o w A r r i o h e p r r 4 a d ~ . M ~ d r n n d  
m d d  (Pig. 59- 1l.U rlrey ue oRen lrrgu Ikaa lesions. LI, myocudid Wardion ue frPquwhy sew ia furi caws, ailhough 
rod d d b i L  a poritivt Nikokki siga (Fie. S I B ;  59-28): b y  ue g t d y  uammm. Exoepl for ~ b u m h r a i a ,  r e d  
oome fmn a d d  a d  d d y  hmmbgic Aliolar. D # p k  mmplbtions w mu; if lbey ore mwe o h  linked 10 
tbcse o b v h  fma EM, mcasionrl nirsd atypical W- m a  ar sepk s b d  roll#r than w TEN. Am& W I ~  ae- 

I;' ~ o r ~ ~ y i c a 1 w g u h i ~ r m y k f o l m d ~ 7 h e ~ o n s m p  m w i ~ , m e r r r l a s n r m s g l ~ ~ , r a d m a r l ~ m b ~ v e b # n  
1,' idly irrcrorrc ig aumkn and ~ite; muirml diaars mprcssion is  dmcribCd~ 

ururlly readd within 4 b S dry#, but new emps m y  cmcrsp 
casiduably lrta if r hg-acting dmg is tht Iaeiting lgenL Them bte  compfiulionr 
is I miking tmdency for eorksoeacc; wnfIue8cc i s  mly  partid 
and limited fo rhe p&l#riw dm (I- n& c h t )  in SIS, hu Skin kdwr h d  wIL &- hypu. wdlw hypopigmenution. 
widgpred to loEPl in TEN (RE. SPZ). Arus of Eoaauenec rep Serrring W nol rurully sppcpr pxeepr in utmsivc - with 
re= cxtmuivc &fhw crytbcmrs; individrul =lu him stltl in-. w h  -, dopi* sad luaonyeb 
&a M b k  in Iht m. WirbIn mcb l u s h ,  the epi- may devclop. §caning ib r dwwerirrie and keqw (in up ta 30% 
dermis tooro a d  d y  dcucl#d following mbrimrl f ie-  d e m  of TEM br comptiutian of mucosrl Icsioos. Aicb is 
t idbaum~Lat tMbdis lsnfam; tbeWis lerd l~mw-  metssr iour in Ihemywsymblephuon,~~rc,snoopi~md 
rrotie md q a m  wi ly .  of cgidermis slide aff the scmph, oichirsis, c d  opaeiries w a d a g .  and ~ M W  fu- 
face a d  Y p m m  p b t a  rueh as tbe brlr rad sbouldees, leaving mttiga pkat la l ly  mult in Madness. Lsiwr of the lips ad d 
in-y rsd. mzh# d m  (Tig. 5P2C). Dtmrdrhm m y  ia- rn- urr#lly raEolvc without quelle. but csophrgul. konchid, 

- vohro 10 to 90 per#m of tbe body surf=. la awe mes of TEN, vaginal, umtbrrl, a d  d mkhmu develop at timu. A S$pa-  
pmmimt iavdvcment of tlw skin -gm 1s wcn: dddhg of lik syndtomb may dtrrelop ar rbr muh of dPrmge to the sdivary 
finger- md mmla aad ha of eyahmwo urd d b  (Fig. 59-28). and l r r imd  glads. 

fhtrarbupuPlleled#cvenpceedcdbymucousmunbrane 
Moms. The cd cnviry (k4 mueosr, pa la )  and the v d l i o n  TEN whhOut spo~r 
border d rbe tips fip. 54-1 c 59-28) am invrriably rf- 
fattd, *k kr o h  the b n h  ~~lljumEtiva a d  rwgeniml mu- la r small minwity of cpreft TEN d- nos uisc cmflm~ 
roJac pre brv&sd. All dim arc indvad in ~pptorimr#ly 40 lesium of SYS but with p r i m  ill-dunmd di* cr- 
p u ~ c m  of -? Hddhg signs we md burning smwtions yrh#nrs W .rt rrpidy pmgmrsiw md my bee- w*- 
of rke corijuaninc, lips, pad bueul m m  - a d  symtmq mic. M l r w s  munbPPnes my smutimm 4 mdkted A 
followed by som rhrt nrpmrc and ~Msform into utursiw. h- vickle d wch b v e  b = o d d  tluwrpb the doc&% but 
h g k  dull urwioas twIrd by gray#&-white psc~domem. i t  is still an ill-dsfiecd tntily, 11 m y  affect p r e d a a l b  eldwly 
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Stwens+]ohnson syndrome. A. Initial stage: panially confluml erythem- 
atous lesions with dusky centers, presenting as f t a ~  alypiwl targel le- . 
smnl. A positive Nikolsky sign can be recqnued. 8. A d v a d  suge: 
generalized macular eruplion with detachmen! of necrdic epidermis. 
C. Eaensiw necrosis and erosions d the lip and oral mucosa. 

b a l e s ;  and may be triggered by the same drugs as SJS-TW, but 
~palhicl' clses may oecur more oficrl. Tht mjwity of casts Of PATHOLOGY " W caused by the graft-versus-host mxtion may rcprc~cnl this .;& 

type of TEN.'$ Thc prognosis may bc m e  lhan that of S3S-TEN. ,#kt 
\ . 2 

The differential diagnosis to gutualixed fix& drug eruptim is Hisloparhology of SJS-TEN !a characterized by pminent ~ p i d t r -  ;$i 
equivocal; jt rcsu mainly on lhe presence af ofpominent synemir ma] neuosis, which contrasrs to only Qcanty s i p s  of inflammation : 
signs. in both tpidcnuis and dermis. Epdumal injuty may prtstnl# sat- 
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I Toxic epidermal nerrolyis. A. Confluent morbillikrm eruption; note 
positwe Nikolsky 51gn. 8. Diduse evhema of fate with shedding 01 
cilia and epidermis d eyelids, w w r ~  erosions, and hemorrhagic crust- 
ing of h e  lip. C. DiHuse genwatized shedding of the epidermis remi- 
nisctnl ol scalding. 

ellilt-cell neemis in early shges and progres~es ro more extensive Extmcubneous palhokgy 
wsinophPic mcrasis of h e  basal and suprabssal layers; subcpida- 
mal supatarion may be observed (Fig. 59-31. In TEN, tbm is  total In scvuc m-TWII, extensive fibtinoid mcrosis may occur in rev- 
thickness necrosis and sloughing of tht epidermis. There is  a mod- en1 internal organs, including stomach, sp lw,  mchoa. and bran- 

8 .  ,'-*dy dense lo spam momnuclear cell infiltrate in tht papillary chi.90 Acute tubular neuosis w n ~  found in one parjent with renal 
us, with uocpois into the tpidumis. SpongioJs md &mad failure. Dcspirs the frtquency of pulmonary radiologic abnmrli- 

*h&t~a n. marl o h n  sbsml. Ncvtmphils and nuclear dust are m- tau, thc pahhgy in uncompliuted E I S n  is  limited 10 rp- 
casionally sen. mononuclrsr cell infiluat~r. 
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SJS-TEN is invariably accompanied by an cltvated blmd sedimen- 
tation rate and may show moderate leu kocyosis, fluid-tlcclrolyte 
imbalances, mimalbuminuria, hypoproteinemia, elevation of liver 
transaminases, and anemia. In tht acute phase, patients with TEN 
may have a msitnt decrease of peripheral CD4+ T lymphocyte 
counu, accompanied by reduced allogeneic and natuml-killer-cell 
cyto~oxicity, which return 10 normal after 7 ro 10 days.91 These 
labora~ory abnormalities resemble, lo xrrnt degree, thosi found in 
second-degree bum injuries9'; it musl be not&. though, t h a ~  hey 
are usually less s t v m  (and thus do not automaticdly warrant in- 
tensjve care in a specidized bum cen~er), Ncutropcnia occurs in a 
minority of cases and i s  thur regard4 as an unfavmbk prognostic 
signa3 Easinophilia may be found in some cases, and circulnhg 
immune compltxts have been dcmonsrrilttd in several repom but 
arc p a ,  in gencral. accornprnicd by complement consumption. Re- 
nal abnormalities such as proteinda and elevand blood urea njm- 
gen levels occur in aboul 5 puctnt of A hasr of olhtr 
labora~ory findings may bt abnomal as involvement elf internal 
organs or secondary infection become manifest /' 

1 
1 

- 2 i .mm.L.A," Lv*-.". **-...-~& .-- .*,-.,.. %.,..,... " .-*.. .. k- - ,-., -.., 
DIFFERENTIAL DIAGNOSIS 

Magnods of US-EN (including the distinction frmn EM; Tables . 
58-1 and 59-2); is usually suaigbdinwqd. Prior 10 conflucrr~t aud 
vesi~lation. SIS-lEN may &t m n M .  with &@m. rnorbjyif* ,! 
dmg+in~priq+j i positive NikoIoki sign arid skin .r..i:.. teii&@$fei , I<.,.Ib. . 
rnbcular 1'ksiD;fis arc importam dues. O m  rbc pkak slag& i$ *W' 
only few enti* need to be maansbly c o m s i ~ ' ~ n  thc differentid 
diagnosis, as described Mow. 

Generalized Bullous Fixed Drug Eruption 
This mosl exlursive fm of fixed drug truplim can be mistakes 
far TEN if widely ccnfluent; many snrdiw of US-TEN may concontain 'I. 
such patients, panicularly those with recw-mms." L i s  chwcter- :< 
iztd by mulliple large, ill-defied, dull purplish-livid patches, at . ,, 
Limes wirb flaccid bfisress fig. 59.4). The distribution is dim sym- 
m d c ,  w i h  a piedilcction for the a c d  exucmitics, 'gtnids, - a d  

, intatn'gjnous drts. Mucwal sites arc usually spsucd and constitu; 
timal syrnptms are mild. Re~ovuy i s  rapid md complew, wilhwt 
sequelat. The medical hisrwy. rcveols drug inttkt (most ohen sul- ' 

fmsmides. Carbitumtes. quinint, and butazonts) and prim episodes 
at the same sites bur of ltssn exten! following he intake of the ,' 

culpril drug. Differmtid diagnosis is made on clinical and hislo- 

TABLE 59-2 

Differential Diagnosis SJS-TEN 

51s TEN 
logic appearance of 'TEN in the peak stage: eorinaphilic necmir 

epidermis with litlk inflammatory response in the dermis, Note Erylhema mullforme Staphylococcal scalded-skin syndrome 
Ccneraliaed fixed drug rruptron *-age in the junciion xone. B. The cmpltlely necrotic epidermis exanthems 

Ampicillin rash Burns, cauerizaion, erc. has detached from rhc dcrmis and folded like a sheet 
Macular drug eruphons Toxic erjlhtoderma 
FIX& drug eruption 
Acute GVHD 
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and spulum musr be rcgulzuly pedormcd and the antibiotrc 
keatmcm adjusted accord~ngly. 

5 .  Hernatocrir, blood gases and flu~d. elecuolytts. and protcin bd- 
ance must be monitored and adjusrtd appropriately. Fluid-rc- 
placement regimens as used for burn patients should not b t  
used. C e n M  venous lines and urinary calhctcrs should nor k 
routinely inscned. 

6. Supportive care is of great imponancc: piuticular airention must 
be directed to pulmonary care (suctioning, postural drainage. 
eic.), ophhalmologic prcvtetivt mcasuru (ocular lubricants, 
sweeping of conjunctwal forniccs, and removal of Irish adhc- 
sions, ctc.), and high-caloric and high-protein diet. 

7. Debridtrncn~ of  necrotic skin should not be pcrfomcd before 
disease activity ceases. 

Topical matment may be carried QUI wi lh hy&ocolloid or, more 
conservatively, with gauze dmsrngs. Obviously, sulfonarnide-con- 
taining iap~cal agenu should be avorded. Patients should bz placed 
on aluminum sheets. Cadaver allograh skinH4 and porcine allo- 
ffrafts99 have k e n  advocated. but h j r  use is of qucstionablt ben- 
 fit.^' AJtemaUve systemic ueament mcthds for the acute phax 
of SJS-TEN art still enpuimtntal and include hemodialysis, pins. 
maphercsis, ~ ~ c ~ a ~ h o s ~ h a m i d c , ~  l6 ~ n d  c y c l ~ s ~ r i ~ e .  17.' la Tht 
use of N-acctylcysteinc hpt h e n  p r o w d  to inc- tbt  inuaccl- 
Iular glutathione levels Md bus to augmcnL Lhe antiofidant and 
dctoxifymg capacitiu of $8 amino acid; another effect of  gluta- 
thionc is the ~nhibition of m a  prad~ction.''~ Granulmyte colony- 
,timulabng factor,ber been rcco&ndd for the habntal  of se- 
/ere SJS-='&& peuaopr~i."l,?'"' ' ' . , ,  .a,, ,,,, /., 8 

, . 
r 

9 .  --..-.--*- 
COURSE AND PROGNOGIS ' 

The m d t y  rate of  SJS-TEN dcptnds on the stverity of he  dis-  
ease and he qualify of rntdicrl c u e ;  it is low for SJS (1 p c n t ) I 1  
and ranges from 5 to 50 parent in TEN. The following factors 
appear to bt udavorablc pmgnosdc signs: old agc,I2' txlcnsive skin 
lesions, n ~ u m p t n i a , ' ~ , ' ~ ~  impairrd renal fu~ction, and inulrt of 
rnultiplc drugs.lJ Septicemia ( P ~ e r r d o w  iatm#im~a, StaphyIo- 
coccus aureus. gram-negative, aod C d i &  dbicam), gastmiotcs- 
tinal hcmomhege, pne&& a d  fluid aod tlcfpnlytc imba~ance 
leading to renal insuficicrq am tbr mrjm cmplicarions I-ding 
to d ~ a t h . ~ ~ . ' ~  Recove~y i s  slow md d m d s  on adoquare treamtat; 
healing may require from 3 to 6 wcelrs or morc depending on 
extent and severity of rhc Icsiom and prrseoct of compljcationr 
( C  g., superinfection). New crops of Icsions may arise for days to 
weeks in cases caused by long-acting drugs. Healing occurs wilh a 
p a r  iendcncy for scu and snicture formation at mucoral sites. 
Rccurrcnccs are h e  exccpuon rather than the nht. bur do occur if 
h e  mciting drug is taken again. In these cases, fhc sevtriry of symp- 
toms may undergo a drkstic crwcendo. 
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John R. Stanley 

tdagblly by inercpi- Mistem due to wmtb lys i~  (i.a, 
srationdepddumrl,~h&orhu)mdirmauaopatbolqi- 
cllly by tbe f d n g  of in vim bwnd rmd cbht ing  ?gO dira#ed 
~ n s r d r e o e l l s w f ~ ~ ~ o f k u r t i ~ ? h c ~ o g y o b ~ g o u p  
d w  i s~~kbdiqTsbk  WI. EssmhUy p e m p h i p p c m b e  
divided into t h e  w: vulgaris, lo-1 and purnto- 

pkstic' L p+i#w vdgorZI hc b b  a u r a  k the pur 
OF the cpidtrmip, just nbwe rhs bpgpl taycr, a d  in pr&iguJo- 

. - I ~ c w ,  also dkd sumreid pempbigus. the Mirm i s  in rbe grin- 
ular layer. Although the b b  in ~ t ~ s i c  pmnphip a d  
~cmpbigus wltds sre u the same ltwl d tk smtiiled sqrr~mws 
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Pemphigus 

@WDID, p~ru#apla#ie p t p h p a  h dilinguishrd by uaique 
Plinierl, hinologic, d immunologic Pca~rtg." 

-gut wlgrds Md pemphigus f c l i m s  art the wigiaally 
ch.tacWh4, e h w k  lam@ of pompMguk ladividwl ptiu~rs h ~ v t  
t i l b e r w u w I h e o t k r t y p d ~ s ~ d n r e l y ~ m r s ~ o a r  
l y p t o  t)#olba, d l h w g b l R i c ~ w h r u b c e n  qamdiR,un- 
W U ~  MI? WWCW, arilhip trcb lypc of ptmphigu~ is  rcpre- 
s e n d  a rpeelMn d dls#sc. Vdws pints along tbtsc spm 
have been givm unique mnt~, but rhc prescatrb of Boss dis- - is  nuid md puknts' dkass, w a  rim, wiU usually c- 
rhuc UCiAEid dcsjgn9m 'Ibus, p a h ~ t a  wish pcmphigw wlgaris 
my preasat with more loealizsd dkasc, me form of which is 
d c d  p q h i p s  veget*as of H d o p u u .  I X s  mny home slightly 
mwe c x W v r  a d  may ium pemphigur ve- of Meu- 
CUUL Fmdy. witb mom $evert dkw, full-blown psmphjgus vul- 
garis m y  apptar. Similarly, pa!itnta with pphigus foIiicus may 

\ 


	img085.pdf
	img086.pdf
	img087.pdf
	img088.pdf
	img089.pdf
	img090.pdf
	img091.pdf
	img092.pdf
	img093.pdf
	img094.pdf
	img095.pdf
	img096.pdf
	img097.pdf

