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This papes reviews the safety and efficacy of sublingual
irnmunotherapy (11T in Lhe treatment of allergic rhinitis,
The lircrature lzam 1986 through 2007 shows approsi-
miately a BODOFald range in dases fund 103, be Tffeclive
with SLIT. Hiwever, recent studies in large patient pop-
uiations havie demonstrated a clear dose wspoke with
an effective dose range that appesrs W be cquivalent
1o ore e twa times the monthly subcutandous’ immy-
notherapy dose admintstered daily or sweekly e, 15
k2 20 pg of major allergen). Further stucly is needed 1o
establish the optimal dose and dosing schedule for gach
mmulation. Lacal eeactions fes, oral itchiness) are com-
man, and serious adverse reactions, stthowgh rare, hiaye
been reporled, Cosl-effective analysis cannot be made
urtii the effective dose is established. SU11 appears to
B a promising treateent for allergie thinitis, bt it s
carrenity considesed investigational in the United States
unilil a farmulation approved by the LS Food and Drug
Adminisleation is available.

[rcroduction

spuecific allerzen immuonotherapy (5117 is currently the
anly ieatment istervencion far allerpic thinitis thar may
provide a srolenged clivical remussion afie discoarinua.
tion [1,2] Tnwddition, SIT may prevent cthe progression
nt zlergic chinicis 1 asthma and che develnganene of new
aliergen sensiivnzes [3-#). Cnmparsd with phaiinaca-
therapy, SIT apprars o be e cost-effecrive in the long
wernt [A8]. The cost-cffectiveness of 1T is Likely due to the
vombtanation of reduced need for medications and madi-
vt services —a benetic thar may he sesaned after SIT s
dheconnmuad 8,9 1 cuarcase, the hencfiss of pharmaco-
therapy may be lost short’y atie seedheasion s dosceacineed

[10,11]. Subcuisnesus immunotherapy (SCIT) is the iy
methed with a US Foad aod Drug Adminiscrarion D —
approved farmulation in e United States. Despire the
proven clinical benefies and the potential preventive effece
of 81T, anly a small percencage (approximately 5%} of
individuals with allergic chinis in the Unised States sul-
scribe o chis treatmient, The eeason for this low wilizacico
15 probably related to the recommended measures inteaded
to aptimize the safery of SCIT adaninistratinn. Potenatial
adverse eftecrs of SCIT range from large local zeactions
[common tw life-thresrening anaphytaxis and deach irare),
Because of the potencal risks associated with SCTT, the
Alilergen Imnmunotherapy Practice Parameter fATFF) reo-
emmends e SCEY only be adminizrered in a lacasion
with appropriare staff and equipment o recognize and
rreat anaphylaxis- - physician™ offive or ather medical
faciliry {12]. The A1PP alio recommends & 30-minuee wail
abter gdminiscrarian af the injectinn in the offce or medi-
tal climic. T most nonaceelarated build up schedules, the
injections are administered ac a frequency of 1 e 2 1imes
a week for 3 10 6 monchs until the maioenance dose i
achieved; thereafrer, the dusing interval is Iengthened. The
lime requited [or the frequent visies during the buoild up
hase 15 likely & significanc deterrent for many individoals
with allergic rhiniris, who may have hetle free time oucside
ol family and worls cammitnents,

Sublingual imrounotherapy (SLLIYY is an alternacive
methed for delivering 5TT, A pueported advantage of
SLIT vver SCIT i3 greater safety, which would allow for
hume sdminstration and possibly teesinent of hiph-risk
pacients. Tz tne past 20 years, STTT has been proscribad
with increasiog frequency in Furope, bur chis method is
nar often prescribed i ehe Unsted Stases. The absence of aa
FliA-approved SUAT furmularivn and an American dedjcal
Associahion Current Procedural Terminology (CPT) cande
for SLIT are probably the major reasons for che Ljmiced vse
of SLIT i the United States. The purpose of chis P15
oo review the efficacy and salety of SLIL in the {reammene
nf allergie thinitis and o iscuss the currene U8 starus
uf SLIT. The review indudes che papers discussed v 1he
American Academy of Allergy, Aschins, and lmrmunsiogy
PAAATE wndd the American Collepe of Allersy, Asthma,
cnel Grmunoiogy (ACAAL Sublingoal Lomunenherapy
Joint Tasle Farce [SLIT Jaint Task Furce) repary |1 e
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and prapers peblished wobscquent to chis repurt (Novemier
2000% thoowgh Checaber 20070 idencified through the fal
loweinig, Pubbded search terms: sublingual immu noe ey,
allergic rhiniia, and aliergen immunocherapy,

Efficacy

The 51T Tonc Task Force report reviewsd &84 soodies
wf vatious designs that provided informarion on STIT
efficacy in aliergic thinies, aschma, or both diseases and
comclheded rhat a consistenc refacionship ietween dose and
edficary as noc been established (1300 Studics publisher
subseguent to this review continue 1o show 2 wide [ange
of allecpen doses that have Leen found o be offecrive
*and inefieciive, Lor example, a randamized, double-
Lhnd, placebo-controlled (DEPC) study of 50 car-allergic
paticnts with allergic thinocanjurctivitis wich or withour
asthma treated with a low dosc of car $0% glvecrn -saline
sublingual solutian (0,85 pp Fel & 1 daily) or placehn
demarstrared » marked reduccion (GE2%) in symptams
ard a reduced peak expiratory flow rate response dur-
ing a B0-minute nutural car challenge (F < 0.001) 10 the
avties group afier 12 months of treatment somparced with
the preiceatment challenge, whereas no change was scen
in the placebo grougp [14], The acrive groop alse showed
A Lprovement in titrated prick skin tes cesctivicy (P
< .05 No significant changes were seen in che placebo
group an any of the measured paramersrs. The cumufative
atlergen over the 12-monsh reatment period was 17 pp
of Fel d 1. In contrast, anuther study wsing a daily fose
that was 2.3 vimes this study's cumulative yesely dose
found s significant dilference in change in nasal hlack-
age Index or symptoms during a 90-minute car dander
challenpe between che created and placebo proops [15], Tn
thus BBPC siudy of 41 cat-alleraic patiencs treaied with a
3% glycern saling extract tahout 44 pg of Let d 1 dady)
for 1035 days, similar improvement occnrred in S¥Ing-
toms and nasal Bockage index, but the median change
i vizher variable was not different between the reared
and jdacebo groups. Alsi, no significant chanpes was saen
N etier grou iovat-specific immuneglelulin ilg Foor
[gls. There was an apprasimately 800-fold difference in
1l sublinguai deses emgployed in chese caro sredizg, whicl:
utilized the same allergen and sirilar eHicacy pararmeiers
ol found differem oulcpmes,

Contrary to the individuul studies i the sublingaul
numunotherapy Bleratore, there appears to he s clear
dose respunse in swudies apecifeally designed co cvaluare
thes wifecr in allecgic rhinitis (Talle 1} Several stud-
105 thay igluded large patient populations (up to B55
patents] have demonsiruied a clear dose-response zela-
canslep for SLIT tablets [16+,17]). The effective Jose
fn these Jacge patiene population soodies sppears to be
iz the range of 15 to 23 pg of majer allerzen adminis
teced daily a5 a sublingual iabler. Tocse sredies lgwe
nsed aither a very brist [14*] ar na build ugp [£44] phase.

When considering how sonn zefare the wnser of the
season o begin irmmunctierapy, one stucdy found a2 scu-
tistically sigeificant dose response improvement in borh
sympramn and medicat-on scores in the high dise gSrotp
ouly when che analysis was lanred 0 che CATLCOT [I0[IL -
laticn whr had receivad ac fcasc § wecks of preseason
teeatment [170], which apparently led 1o a revised desipn
1 subsequent studies i whach creaiinene hegan 17 to 18
wreks before the season (18--20]. Kesules of chese scodies
bave demwastrated significamt impravenwent in mediva-
tine and symptom scors compared with placeba in the
brst treacmene seasee 30% o 37% reducrion in chinitis
total sympioin score (RTSS) und 38% ro 46% reduction
in chinoconjuncriving medicatian score/use [16=,1%].

Werh contiouous daily ireatment, 2 greacer magninude
ef fimprovement was scea io bolll paramerars jo the sec
ond (realmenc yoar: a mean redueion of 38% in RTSS
(¢ < D.OM; cnedian reducsion 44%) and o mean redue-
tican of 46% in rhinoconunctvits medication scoce (f <
0.000%; median reduction 73%) i the grass 1ablet group
campared with the placeba group |21]

In these grass tabler studics, cthe magnitode af dinjcal
improvemenr 15 sunilar to char of effective $CIT for grass-
palleu-induced allergse dhiimitis. Far example, in 2 DRRC
SCIT srsdy of 410 grass polien scasonal allergic rhinicis
15SALR) paticors randowized to one of twe doses af a depor
pregeemunion of gross polleo {2 and 20 g ol PIL p 31 or pla-
ceho, mean symptom and medication scores were reduced
23% and 32%., ceapectively, in the higher-dose group
compared with placebo {22% Compared waih placcho,
the livwer-dose group only had a significant reduction in
s¥mptom scores (22%, < 001 and o 16% reduciion io
meedication scores that was ot statisocally sigsficant (P
= W&} Althouaph e vast majociry of SLUE studies Lave
utilized a sulution formulation, the evidence For a dosge
respense and choival efficacy is nat as seroog ws che SLIT
tabler formulation studies. One DBPC study invesipated
the effect of two SEIT doses of a glvcerinaled mixtoee of
Beawls verrecosa, Corylus avelluna, and Alnus plutinnsa
130 py v 36 pgoof Bet v VAln g 140 4 1 adminisiered
weekly as fve dosesi on clinical efficacy in 83 ctuldren
with tree pollen—induced allerss thinoconiuncrivicis with
or withuout seasonal gsthma, and Jemonstrared 3 dose
response similar o char seen in che grass-pallen dose-
sesponse SCTL study [23+]. Significant improvemert in
symprem and medication scores compared with placebo
was seen only in the higher dose group (30 g of Ber v
Lidin g 1/Cor a 1 per week), Similar to the previously
discussed grass-puilen SCUT study, the lower-duse zroup
only demanstraced signdficane efficacy in symprom scores,
In a subser of 30 patens (10 placelws, 10 in high-dose
SLIT, ared 10 in Jovwe-cdivse SLETY, allerpen-induced i vitra
Expression of cvtokine messenger iny RNA i periphecal
Llzod mononmelear cells was mvestigarsd afrer 1 and 2
vears of trearment [24 %] Compared wirh the highest-dose
goomp, inresteukin fTL-5 fevels were higher i 1he placehn
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1l Rhinnes

groug. At che end of 2 years, nBNA expression of 11-10
was increased dn hend dose proups compared with pla-
cebo, and the change :n the expression ol allergen-indscrd
rranstormicg prowth facomr (TG B ocorrelazed directly
wich 11.-10 and inveraely wich [L 5.

Intcrestingly, a telephonic survey § yesrs atier che
stidy began founr thar mos subjeers ceparing asthma
symproms were in the placebo or low-dose gronps (6710 n
each grongl, whereas anly 2010 paticnes 01 he higl-dosc
wroup teporeed asthuna symptams (F - ). 35% Paramecers
ar the end nf rreaiment thar corcelured wich subscquent
cevelopaient of asthma were higher levals of [1. 3, less
devreass i late phase skin tes: reactivity (F - 0,003, and
less improvenient in symprom and medication scores ¥ -
1002 For both}. & significant decrease of TT-#incerferon
(HENI v ranio was associated with a lower incidence of
subseguent asthom (1 = 0.038).

[n suominary, alchough there is 2 §006-fold range af
reparted effective doses wol SE1T 00, 05- 300 pi of maror
allergent in chie peblished itcrature, recen doss-respunse
studies nging solurion or tablet Formulatons sugpest thal
the cffect dose may be in the range of 15 10 30 pg of unjor
allergen administered daily or weekly, One siudy founsd
greater elficacy in patwnts trewted ar least 8 weeks befors
the scasen, buc no stodies published to dare have beeng
desipned to compure the efficacy of differcar prescasoma)
starting time podnes (e, B vs 12 ve b6 weeks before SEHEON)
nor have any studies compaeed different reginens in the
second Crestnent year {eg, pereunial vs preseasonal and
casedsonall. Such studies woeld ke imporant o deter.
nure the maost cost-effaciive effective SLIT dase [egimen,

Monosensitized versus Polysensitized Pagients
The snajority o sllergic parienes in the Uneted Srates are
seasitive o more than une allersen. Io ane skin cese aurvey
ol a large papulation of asympromanc pecpls (Natianal
Healtl and Murcinion Examinariun survey L1, che median
mmiber of pasitive skin ests was three (23], The number
of positive skin resis is greazes in she alierpe population.
Unfortunacely, anly a lincied nomber of studses with
SCTT or STXD have investigated che ctficacy or safery of
alerren immunotherapy with mualriple allernens,

Wirle the exception of ane study |26), no 51T studies
kave wtilized mere than one non-crass-reachng allerpen,
This open-label, sunsrolled study tmvestiated che offcacy
vf cainbioed barch andd pgrass SEIT comparad wich single-
allergen SLIL en medications ondy in paticnts allergpic
both aillerpens. Flficacy was seen during botly the bircl
A grasy sezson in he proup whi recelval both aller-
g, b clinical scores and rasal cosinoph:] caums gl
mnproved in the panents creared with a single allccgen
compred with baseline and the wvireared ool Broup
In both seassis Ge, the targer amd varelated seasan). In
zddiricn io quest:ons of efficacy and safeoy, the coss af
treating with ienluple slivrgens may be prabilaiee of cle

dose requirement s significantly preater than SCIT, @ i
was in zhe SUIT prass mshler soudy of 8355 panels, which
derermined che effective SEIT dose for LIMGLLY BLass was
equavalent t0 22.5 times the cumgulaive monzinly cose
given by SCTL 17

Comparison of SLI'T wich SCIT

ew studhes have dicccely compared ST with SC1 1 One
douklz-hlind, dousle dummy, placebu-conrrallel study of
SETT weesug SCIY v birch alleegse thiniig parients lound
@ greater magnivde of improvement i che SCT7 Errup
compared with che SLIT growp. SLIT dimmnished the
mediza sympten seeres o one half and ST to one hird
nl those revorded with placeho reatment, The uiffer

cnee herween the active treacmenr groups (51T vs SCTT)
was rar statistically significant, possibly due ro the small
number of parients at the completion of 15 stedy {oype 1T
stalistical erruar) |27).

A comparisan of reee Cochrane meta-analyses of SLEL
28] and SUIT [29e+] foz allerpic thiniis also taund char
the magnitude ol improvement with SCIT May be predtor
than SLIT: symprom reduction with SCIT --yrandard-
1zed mean difference ($MD) of 0,73 (957 CI, 097 m
0530, P = 0.00001) compared wich SLIL- SME af - 1.47
(#5% CL -D.6% to -0.139, £ = 0.0021; mediczrion redocrion
with SCIT—SMD of -0.57 (95% CL, -0.82 1o -0.33, I «
U000 canipared with SLIT —58D of -49,43 (25 L,

.63 0 -0.23, £ = 00003y

SLI'T Efficacy:
Preventive and Prolonged Fffect

severdl studies Dave suggesred that 5CTT may zroven
the progression from allergic rhimtw o ssthma in adulrs
[4,30] and children [2.6]. A similer prevenizve cffect was
seeinin one praspective, parallel geoup, concolled sudy
of 6l childeen divided e owo macched proups: 35
received SLIT dor 4 o b years aod 25 were treared with
phermacotherapy alone (313 An cvaluation 4 10 § FEITS
alter dizcontinuing SLIT {ound « significunt dilference
compated walt baseline in the presence of ysthms [
D001 and asthana medicarion e (F =008 iy <he SLIT
proup, whersas no sipnificzn chanpe in thege paramectars
occurred inothe pharmacothesapy-alonpe grenp, Anacher
randomized concralled studv of 173 childcen Wil Erass-
palles SAR treated for 3 years with coseasonal 5111 or
standard syinptomanis checapy found 2 sigrificandly fawer
ircidence ol asthina in the SLIT group alier 3 ¥ears iodds
rarin [OR] 38, 953% I, 13- 1000 (3] The magunitude
of the asthnu prevesnsve effest is sirmlac ro thar bannd in
a 3 year prospective, randomized, apen, concealled SCLL
sty of 147 choldren with grass aedfur birck polien SAR
[£1. A the 10-yoar followe-up evaluation—wkich W 7
voa:s afrer disconumnuing a4 3-year caurse of ST —s=ipnif-
weantiy fewee SCI L -rrexied subjects hal develrzed ashmag



az determined by clipical symptomys compared with rhe
epeds conirgl proop (OR 2,5, 934, CL, 1.1-5.9).

Vew studies have been designed specilicaily 1o detar-
nuoe the oprmal duraien of effective inhalan: allergen
SCTT ov rhe duracion of efficacy after trearmenr rermina
tinn. Relapse ruzes afeer discorinuanan have ranged fromn
0 1o 55% of patents [1,33]. One review of doration of
SOUT efficacy afrer disermtinnazion suggeated thar length
of creanzent and allergen 1vpe fie, pereamal v5 seascnal)
may be variables that aflece the dy, ratian of cliniral rernis-
s10n atrer SUIT cessanen [34).

mimilarly, few studies haye mvestigated che dwration
of clinizal efficacy of SLIT afrer discontinuatian, One e
rospective study evaluared 435 dyse mite—allergic paticnis
whi bzl been troered 13 yrars earlier with either scandiod
plarmacaberzpy alone (12 ratientsi or SLIT (33 patients).
The SLIT group was furcher divided aceording to duration:
[-yzar SLIT {15 paiienrs), 2-year SLIT {10 py ticoes), 3-year
SUAT (14 patients), aned 4-vear 51T {14 patiens) [EXY AN
positive offect on symprom-medication scores ISMM5) wag
seem in the STOT graups versus rhe srandard pharmaca-
therapy-alane group 2 1o 3 vears afeer the tegatmesy coded.
After 7 to 8 years, SMS were significantly heirer in the 4
year SLIT growp thaa o che ocher proups, and the authors
coacladed thar 4-year SLEY had o greater posdive effect on
ilinical parameters than shorcter courses,

Efficacy Summary
The coilective lierature describes 3 6000-fald ranpe of
doses demanstraced 1o be effecrive in BLIT; conversely, a
sinilarly wide range ol dasss were fvand o be ingffecrive,
several lurge smidies vsing a 1abler formuelaon have dem-
onstiated s clear dose responsa i teans of clinjeat etluacy
and some djrctive Paeamerers, with the offectve doge
heing 1 ro 1.5 tiines the gsuaf monmbly 5CIT dose. The
dusc-response stadics with SEIT solutions have nor vlearly
demonscrated an edfecrive dosc range. Some sindics have
suggesrail thar a presessonal period of ac least 8 wecks o
requiced 1o see chinical improvemen: in the Brst sEasan,
bt the aptivaal timing of SuLBCTURLL BrRSENSON regimens
bas wor beer aoidied. nor has CONENUOUS treacment been
sompared with prrseason and cosvasonal trearnent. Lo
mal durating of effective SLIT has not been cxtallished,
althowgh vre stedy found char 4 years of SLIT provida
sreater chaical eflwacy than shorres duzarions, whiclh is an
stlect sunilar 10 chac found i one conrrolled, proapen tive
SCLE ssudy thar investigated durar-on af effizacy [33].

In covalusion, esch formularion wiil aeed to rsiablish
re effective dose. More studizs are needed 1o determine
rpramal dosing schedule for all fomuoiations,

satery
sLIT appears o be assouused wich 2 lowor incigence
Woadveise roactions clen SCIT. However, a defficuuy

sublingual tmwnom lerapy and Allergic Bhinns  Cox 1n7

moevaliating SLIT safety 15 thar che majariny of adeerse
Ieastions cocur ooiside the medics) serning, even dar-
ing clinical trialy, The accuracy of reparting e adwerse
reaczions would depznd on pativor recall becguss vLIY
few reactions are fkeely wy veeor ia or near a superviscd
medsial s2iting. 1.ocal adverse reacizons tlaat are vaal-pha-
ryngeal symprens jcg, prurions, lips sweelfing) are relncively
common during the SLIT baild up phase.

Tu the &6 ssdivs reviewedd by the STUL jnion Fask
Force 1hiar provided some informenon abour R -celyeed
adverse events, no fatalities occurrsd in approximarely
L1181, 654 doses adoaniscered ta 1378 DALLEnTS 13 ew].

The estimared sysiemic reaction race was (Li135% of
adntinistered doses. Systemic reactions mneleded aschrna,
brticaiia, and fuoscecitiestion s¥ymptems. in che SLIT

loint Task Foree repore, 14 probable ST related seri-

ous adverse reactions were noted, Seven of these were
asthma; three were characterised A% severe and doae tn
excreding maximum tolerated dose [36] and one required
hospitalizanen |37].

In comparison, the systemic reactions ratc with
nonaceelesated SCET build-np schedules ranges fram
GLO5% o 3.2% of injeclions and 0.84% my 46.7% of
Patients (inean, 12.92% of pativacs) [35]. The highest rare
eccurred in s study of patients who were highly sensinive
o rayweed. When this study was excluded, the e of
SYSIEONC rencioms was U.6% per dnectinn {or less) and
0.34% to 2B.6% of patiznrs [39). In a sutvey af faral and
neuc-fatal immunotherapy and aalerpy skin wst reaccians
senr 10 physician members of che AAAML the incidence
of vnconfirmed near-fatal reuctions was 3 per year (5.4
events/million injections) during 1990 ro 20401 [40]. 'The
eatimated falalioy rate was per 2.5 miliien injescions {(an
average of 3.4 deaths per year) [41), which s siovilar to
twa pecvions surveys of AAAAT physician mambers dat-
g back to 1945 [42 43).

There has been ane case of anaphylaxis to SLIT dr-
iy batex rush induction and two cases of anaphylaxis
to mixiures of inhalam allerprns [44.45], Oupe epison|e
nocurred an w13 year-old girl whe had rlerareg 5 roprae
af STIT £5 years earlier [43] The reaction ocenrred
shortly aiier adniniscration of the pollen drops 1 month
afier she had reached the maienance dose durig the
prak of ihe speing season. The orler case ywas * patient
with allergic chiniis and asthong wha was prescrilaed a
suldlingrual a'rr:-nhmu:herapy exiract compased of inuliple
nen-cress-reacing allergens (Alterraria, dJog, car, A
weed mix, weed mix, and prass anx] |16], She developed
aencrs bzed pronous fellowed by angivedema, sharness of
hreach, and dizriness wichin g few meinutes of self-adinin-
1seesiy six drops of the 1100 we dilution cn the thicd
day of treatment. This cpisnde was preceded by a milder
SFEIOMIC reavtion (gencralized pauritusi rle pravious day.

There have lbeen no studies of S1LIT o Digh-risk
parienzs, such as those with severr asthg or patienty who
have had imaltiple severe sysceione reacins weath ST
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Safety Surninary

S5LIT appears to be associzted with a lewer incidence of
systemic reactivns, although local vropharyongeal symp-
toms are vanvnon during the build up phase. Sysiemic
reactions have Deen reported. A fow cases of poobably
sepiows SLiT-relarer] adverse events have been reprarcd,
arel two reported cases of SLIT anaphylaxis in inilividuals
rreated with moliiple inhalam allergens, bur wo facaliges
hawe been zepocted wirk ST The safety of SLIT has nor
been studied in highetisk paplations.

SLIT Practical Considerations:

Cost, Compliance, and Patient Instructions
Presently, oo FDA-approved farmulations for SLIT are
avaalable, sud nse of US-licensed cxtraces for STIT would
be eousiddzred oif-label. Fhare iz alse na CPT code that
vould be used 1o bill for SLIT, primarily breause (here is
ne FA-npproved [ormulaten. [t s oot possible o pec-
form a cast-cfective analvsis of STIT withan knowing,
the effective dase, duration, or dusing schedule. One prio-
speclve pharmaco-coonomic analyss using pualed dara
on resouree usc zod health outcomes collected from a
large, international (cighy countriss), randnrrized, DRPC
crial of patients randonized 1o receive gruss-pollen rablers
(N = 336) or placebo [N - 318) found siznificantly greater
clinical cfficacy tn the grass-rahle group i all ourcome
parameters, including quality adjusted Lfe yoars (ALY
[47]. Assuming the effaciiveness of the 3-vear SLIT treac-
ment would be maintained 6 years alter discontinuarion,
and assigning a dollar 2moune for QALY, the aathors con-
cluded that SLIT would be cosc elicctive if che cost were
f Eures per rablet or dess. The cost of the grass rablet i
Gremany 2l the time of this srudy's publicalion was 2,95
FEuros porocablet 1 Lora = 14626 155 dollars). Even con
sidering the value o improved quality of life fmeasured
as QALY casi-gilectivenass of chis creatment would be
dininished if multiple sBergens were required and if aach
allergen cost 2,95 Luros ar more per day,

Becawse SUIT grvatment s administered ar home
with na direet medical snpervision, panent compliance
5 another consideration. The patient would necd gpecific
strucnons regarding manapgeinent of adverse rEACELUTES,
unplanned ireatment incerrupriong, sitvations in whch
e dose should he withheld, unl dusing adjuatmenis for
any or all of these varables. Fowever, mosc of these situa-
tions have now been scudised in che ST dinical trials, undl
thezefore providing evidence based patient insiructions
would be difficul:,

Conclusions

Inrhe pase 20 years, SLIT has been nsed wich inceeasing
teecpaency s Luvope and s vicwed with Sreal interest m
the North Americen allergy commmnicy, A wide range of
cifective SLYT dioses contnme o appear 12 the published

litcrature, ot several large pacient populacion studies have
sugprested che eMecoive dose may be in the ronge of one
e bwo times the moothly SCIT dose wdminisrered daily
or weekly, Adverse ceactions witl SLIT ace less COOLR0
than with SCIT bui setiows reaciions have been repociad,
and SLIT safery in high-risk patients has not been st
ied. Cost-céfecriveness of $117T cannor be derermined
wilhour kniwing the effective dose and diprng schedule,
Currently, no FDA-approved SLIT formulacion exists,
bur clinical snmlies aimed ar praducing ar FRA-approved
formulation are in progiess. As a home-based treslment,
special consideratian should be BiveR to palizot comipl-
ance awl the development of specific insiructans for
managiog rreatent variables that may be encognecred
with SLIT. 11 the FDA approves a formulacion and cost is
not prohilitive, SLTT may make specific imrunnathea s py,
# disease-modilying creatment, available 1o 2 mucl lazger
pupularion than those now receiving SCIT.
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