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The present report deals with some unusual events observed restart ing al lergy vaccine in a case of anaphylactic shock whichoccurred giving the maximum scheduled dose (2b drops) of rush subl i i rgual immunotherapy (SLIT) to latex.Restarting sllr by usual (not rush) scheme we observed iong-lasti^g-tril-"f ,eactivíty threshold. The maximum tolerable dosewas reduced to 2 o:ol-t: 
_1,qot" fivefold smaller. than the onÀ wer tierated during previous ,,#';il; iiill#;we have excluded a possible nocebo effect and proveoìnat t|re reouceiiot*r.n"" was real by double blind placebo-control-led challenge test. we have considered this effect in some w;;; .;;;;;ìoiri.ing effect.sllr was continued with two drops every day. After .n.", twenty montt s ,,ie courd demostrate a significant reduction of skinreactivi ty by end-point technique and an impioved response to the.on,roir"a exposit ion to r; i ; ;  by use-tests. In the same t imethe tolerance to vaccine was improved to three arops.

The better safety prof i le al loweó us to restan ,no . int inu" with sLrr also ín the reported case of anaphricatic shock by latexvaccine and, after about two years, to induce valuable hyp;;"; ;r ; ;"^: 'Latex sLlr is confirmed as a safe and effect ivemethod.
lmmunological tolerance - Latex allergy - Priming effect - sublingual immunothe rapy -systemic hypersensitivity reaction.

IilTROIDUGTIOIU

vidence based studies demonstrate that  subl in_
gual  (swal lowed) immunotherapy (SLIT) is ef fec_
tive and safe without the risks of severe systemic

react ions observed with subcutaneous al lergen-speci-
f ic  immunotherapy (SCIT) (1,  2) .  As a matter of  fact ,  the
high safety of the method allows home therapy.
Moreover, a number of published studies prove that rush
therapy has no more adverse reactions than the usual
one, so that more and more ailergists are using rush SLIT
as it allows to reach within days the maintenance dose
and to achieve a reduction of symptoms (3, 4).
As a rule,  rush slrr  can be pract ised without hazards.
But  except ions  to  the  ru re  can ex is t  and uncommon
cases of  systemic react ions,  somet ime severe,  have
been observed dur ing  SLIT  (5 -7) .
Recent ly we have reported a case of  severe l i fe_threa_
ten ing  anaphy lac t ic  shock  dur íng  rush  sub l ingua l
immunotherapy (SLIT) to latex (g).
Later on, we decided to t ry latex SLIT by usual  (not
rush) scheme. Restart ing SLIT we observed some
unusual  events not previously descr ibed in l i terature
which we refer in the present case_report .

(1 )A" - " "d "  ospeda l ie ra ' c .  poma ' -  MN -  Sc  d i  Med ic ina  In te rna  eoAl lergologia -  Ospedale Civ i le -  46041 Asola,  MN f l ta lv)

GASE REPORT

A 36-year-old woman with latex allergy, affected by
ur t i car ia  and as thma cha l renged by  hand l ing  or  expo-
si t ion to latex art ic les was treated with rush sl l r  (Alk-
Abel lo ' ,  Mi lan,  l ta ly) .  About twenty minutes af ter
tak ing  the  h igher  dose the  pa t ien t  showed cu taneous
rash and spreading urt icar ia fo l lowed at  once by an
asthma at tack and a ser ious condi t ion of  anaphylact ic
shock which required treatment in emergency room.
Th is  reac t ion  occur red  g iv ing  the  max imum schedu-
led dose of  rush phase, a dose (25 drops) f ivefold
h igher  than tha t  one used as  main tenance dose (5
drops) .  For  th is  reason and tak ing  in to  account  the
sever i ty  o f  c l in ica l  man i fes ta t ions  cha l lenged by
handl ing or exposi t ion to latex art ic les of  which the
pat ient  suf fered, compared to proved good tolerabi l i -
ty of  SLIT (9,10),  we considered the opportuni ty to
begin SLIT by usual  (not rush) scheme. So, af ter  ínfor_
med consent,  we restarted latex immunotherapy. For
sa fe ty  reasons ,  dur ing  bu i ld -up  phase we p lanned to
repeat three t imes the scheduled doses with v ia l  at
h igher  concent ra t ion  (Tab.  l ) .
Reached the dose of  three drops of  v iar  4,  the pat ient
not iced mouth and throat hi tching fol lowed af ter  few
minutes  by  genera l  ma la ise ,  sweat ing ,  abdomina l
pa in  nausea and vomi t ing .  No ser iuos  changes in  v i ta l
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s igns  were  observed.  The symptoms were  we l l
con t ro l led  admin is te r ing  an t ih is tamine and s te ro ids .
Next attempts to give three drops provoked the same
symptoms. This was very surpr is ing because dur ing
previous rush phase of  latex SLIT she had wel l  to lera-
ted  a  dose more  than th ree  t imes h igher  (10  drops) .  For
this reason we decided to check whether the aforesaid
complaints were in some way the resul t  of  nocebo
effect. So, informed written consent obtained, the
pat ient  was submit ted to double-bl ind placebo-control-
led chal lenge-test .  Because of  the special  taste of  latex
extract, we used as placebo some drops of a commer-
cial  compound of  metoclopramide laced with c i t rus
frui ts ju ice as wel l  as the vaccine. Five heal thy people
were unable to detect difference between active and
placebo. The chal lenge test  gave a posi t ive resul t ,  the
same dose reproducing the same symptoms. In th is
way we were able to demonstrate that  the threshold of
to lerance was real ly reduced to two drops.
SLIT was cont inued with two drops every day, a cumu-
lat ive dose lower than the opt imal maintenance dose
scheduled, but in any case considered by the producer
as  enough to  induce immuno log ica l  to le rance.
The ef f icacy of  SLIT was monitored measur ing skin
reac t iv i t y  by  end-po in t  techn ique (11)  and per fo rming
"use-tests" (12, 13).  No changes of  react iv i ty were
seen at  the f i rst  controls,  but  af ter  twenty months a
s ign i f i can t  reduc t íon  o f  end-po in t  ( f rom 1 :16  to  1 :4 )
and an improved response to control led exposi t ion to
latex were demonstrated. In the same t ime we obser-
ved that also the tolerance to vaccine was improved

to  th ree  drops .  Thus  the  pa t ien t  i s  now pursu ing  la tex
SLIT with a maintenance dose of  three drops every
day, a cumulat ive dose equal  to the one suggested by
the  producer  as  op t ima l .

IDISGUSSTOIU

The reported case suggests the fo l lowing remarks.
At the best of  our knowledge, long- last ing fa l l  of  to le-
rance threshold to dose of  a l lergen-vaccine af ter  sys-
temic  s ide  e f fec ts  o r  anaphy lac t ic  shock  dur ing  immu-
notherapy has never been reported. As a rule,  when a
mi ld to moderate systemic react ion adverse event
occurs  dur ing  bu i ld -up  phase o f  SCIT or  SLIT  the  dose
is reduced by one or two steps before restart ing up-
dos ing .  Dur ing  main tenance phase dose is  reduced o f
a certain extent wi th respect to c l in ical  sever i ty of
adverse react ions (14).  In any way we expecte to be
ab le  to  go  back  to  the  prev ious  h igher  we l l  to le ra ted
dose.
In the case here reported, we were instead compel led
to reduce the maintenance dose to a f i f th of  the dose
before to lerated by the pat ient .  Any at tempt to increa-
se this dose proved to be vain.  We have demonstra-
ted  by  doub le  b l ind  p lacebo-cont ro l led  cha l lenge tes t
that  the reduced tolerance was real ,  excluding a pos-
sible nocebo ef fect .
We have considered this ef fect  in some ways simi lar
to pr iming ef fect  because, l ikewise to what happens
dur ing  nasa l  cha l lenge w i th  po l lens ,  s ince  the  symp-

Table l :  Planned treatment for latex SLIT based on standard schedule.

Day Vial Dose
(drops)

Concentration
(mg/ml)

Interval
(between doses)

Up-dos ing phase

1

2-5

6

7 -10

1 1

12-15

1 6

17-20

21-23

24-26

25-29

30-32

33

Maintenance phase

35

0

1

2

3

4

4

1

1

1

1

1

2

3

4

5

5

5  x  10 "

drop a day up to  5  drops

5 x 1 0 5

drop a day up to  5  drops

5  x  10 '

drop a day up to  5  drops

5

drop a day up to  5  drops

500

increase 1

increase 1

increase 1

increase 1

1 day

1 day
'l day

1 day

1 day

1 day

1 day

1 day

1 day

1 day

1 day

1 day

2 days
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toms have been provoked, react iv i ty threshold and
provocat ive dose are both great ly reduced (15,16).  We
cannot exclude that th is ef fect  might be pecul iar  to
latex s l l r .  we wourd specurate that ,  as far  as ratex
sL l r  concerns ,  the  sub l inguar  rou te  causes  a  mucosa l
contac t  and perhaps  an  a l le rgy  response ana logous
to natural  exposi t ion of  mucosae to ratex ai lergens.
Another matter is worthy of  remark.  An anarysis of
pub l i shed s tud ies  y ie lded the  surpr is ing  resu l t  tha t
s l l r  w i th  h igh  doses  is  sa fer  than s l r r  w i th  usua l
lower doses (4).  In other words i t  seems there is no
correlat ion between dose increase and increased r isk
of adverse react ions.
As far as the reported case concerns,  w€ have
demonstrated with no doubt,  by doubre br ind prace-
bo-control led test ,  that  the provocat ion of  the obser-
ved adverse react ions was dose-dependent.  This
observat ion is in l ine wi th the resul ts of  systemat ic
review of  publ ished studies which demonstrate that
adverse react ions related to sLlr  pract ice are dose-
and a l le rgen- re la ted  (  1  ) .
For  th is  reason,  in  our  op in ion  rush  phase o f  SLr r  to
latex should always be performed in protected sett ing
where emergency treatment and intensive care room
access must be avai lable.
As afore said ,  when rate rocar or mird to moderate
systemic s ide ef fects occur dur ing sclr  the mainte-
nance dose is proper ly reduced. In case of  severe,  l i fe_
trheatening systemic react ion or anaphylact íc shock
the  cont inuat ion  o f  immunotherapy  shoud be  care fu l -
ly evaluated in terms of  r isks versus potent iar  bene-
f i ts,  but  we know that in most cases immunotherapy
by subcutaneous route is stopped.
The ru les  fo r  dose mod i f i ca t ions  and d iscunt inuat íons
of  sc l r  a re  qu i te  s imi ra r  to  the  ones  o f  SLr r  (14) .
However  they  are  less  compel l ing ,  i f  cons ider ing  the
higher safety level  of  subr inguar route.  As far as we
know, when a severe react ion occours dur ing SCIT
most al lergists decide to shi f t  wi th subl ingual  route
because of its better safety profi le, instead of renoun-
c ing  to  immunotherapy .
Since in the case reported anaphylact ic shock occur_
red af ter  maximum scheduled dose of  rush phase,
we have decided there are no substant ia l  contra- indi-
cation to restart sllr. As a matter of fact we have
been able to restart  and to cont inue with sLlr  even i f
at  lower dose and, af ter  about two years,  to induce

va luab le  hyposens i t i za t ion ,  improv ing  to le rance to
exposi t ion to and handl ing of  latex objects.
In conclusion, we can state that latex sllr, as well as other
allergens, is confirmed as a safe and effective method.
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