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ABSTRACT METHODS RESULTS RESULTS

Background: The current standard of care for poorly controlled seasonal = A systematic Ilterature_ review of major databases was Condqcted fr.om = A total of 20 placebo-controlled trials met the inclusion criteria and Table 2. Indirect statistical comparisons using meta regression analysis.

allergic rhinitis (AR) symptoms is subcutaneous immunotherapy (SCIT) January 1980 to April 2012 for placebo controlled randomized trials underwent a more in-depth assessment in the following distribution:

with allergen extracts, administered in a physician’s office. As an evaluating Oralair™, Grastek™ or SCIT in patients with seasonal AR. Oralair™ - five trials: Grastek™ - eight trials: SCIT - seven trials. Outcome LTS.(gii’eSb%IT) (95%ClI) P-Value

alternative to SCIT administration, sublingual immunotherapy (SLIT) is X;Fgﬁg‘g%ﬂ S;?epggm SO0 _SQLS[; (10,45 10 0.3 <0001

now an option for patients. Oralair™ and Grastek™ are two SLIT agents m Clinical trials were statistically pooled using fixed or random effects = All of the trials were double blinded and placebo controlled, with sample |

currently available in many countries. However, direct head to head meta analysis as indicated by tests for heterogeneity. sizes per study arm ranging from 28 to 514. E)Cl)frleraeirrlc\?;)zt\r/\;esfgk()jruqs e 05210 0055 -

comparative data between the three options are not available. In this (Oralair vs. SCIT) 0.21 (-0.36 to -0.066) 0.007

Eteut\c/lvyé :r?g\gI':ﬁMCOCranrgileS@Tﬂ er\] c?fg((::all'(l:'y, safety and cost was undertaken = Statist_icgl heterogeneity betyve_en studies was assessed by both the Pooled Results | | }ﬁgﬁlﬁ:ﬁgﬁfﬁr} 88(2)3 Eggi gﬁo%i’a%)z) 8:(1?5
! . . .' Q-statistic and the 12 test statistic. = Qralair™ (pooled estimate from seven trial arms): SMD for AR symptom

Methods: A systematic rswew of rr}ajorddatja}bazlesdwals cogducted frlcl)nd1 control = -0.47: 95%Cl| = (- 0.56 to -0.38): p < 0.001 zﬂufn?gfvs b -

January 1980 to December 2012 for double blin acebo controlle : : | 2.64 (1.88 t0 3.72) <0.001

randorr?lized trials evaluating Oralair™, Grastek™ or SCpIT In patients with m Treatment effects from individual trials were then presented as ] SE?%Z@T?O(?%%ES. %Sﬂrgaggfom seven trial arms): SMD =-0.34; 95%C] RIRLOL BT o Semn Slige 4.86 (2.41 to 9.79) <0.001

grass-induced seasonal AR. Using placebo as the common control, an standardized mean differences (SMD) in AR symptom control. _ SCIT.(pooIed .estir’nate f.rom seven trial arms): SMD = -0.30; 95%C| = gzggkvi's%ﬁgﬁé) é-ig 84213 :g 3.28 8.882

Indirect statistical comparison between treatments was performed using (- 0.39 t0 - 0.20); p = 0.001 ' T (SCIT vs. placebo) | | | |

meta regression analysis with active drug as the primary independent
variable. Other variables considered in the regression model included

Abbreviations: IM = immunotherapies, O = Oralair, G = Grastek, SCIT = subcutaneous immunotherapy P = placebo, SMD =
standardized mean difference, RR = relative risk, D/C = discontinuations due to adverse events.

Publication bias was assessed by the method proposed by Egger et al. _ . . .
Figure 1. Random effects meta analysis on reductions in AR symptom

year of study publication, geographic region where the trial was Meth OdS Of |n d | reCt CO m pariSO N score for all three iImmunotherapies combined. Table 4. Cost per patient for the first year of therapy.
conducted, trial duration, duration of Immunotherapy, number of Resource item Oralair™ SCIT Year Round §C'T | Grastek™
i i i i i ] ] ] easona
asthmatic patients enrolled in the trial, number of allergens and patient  What do we mean by indirect comparisons? sy weigh Direct Costs:
type (adults vs. children). A Canadian cost comparison, which included - 045 006,021 539 Drug cost $767 $395 $2010 $1,939
costs for drug therapy, pharmacy fees, physician visits and indirect costs & versus B E:ﬁ::i:ﬂ:ﬁg = — Eg Pharmacy dispensing fee $16.40 $0.00 $0.00 $16.40
(i.e. patient travel and lost productivity) was also undertaken. Aversus B B versus € Oralair — 044(067. 020) 503 | |
_ : ! : : : Didier, 2011 —— -0.53 (-0.72,-0.33)  6.40 Assessment by allergist and first $149 $149 $149 $149
Results: Overall, 20 placebo-controlled trials met the inclusion criteria for D 2011 — 007029 6z .
iIndirect analysis. The indirect analysis suggested a possibility for , 8 +=— 021(044.000 537 o
: : : N . . Pooled effect estimate Pooled effect estimate | Dan 2008 . 052(068,:939 178 Physician visits for injections $0.00 $933 $482 $0.00
Improved efficacy with Oralair™ over SCIT (standardized mean difference Grastek | | Duhem 2 — . | omtom o oo
[SMD] In AR Symptom Control - _ 0.21, p —_ 0.007) and GrastekTM (SMD —_ A C E:ij;’zg;lll _i_°_ gigig:gggi 2:;3 Pres_cription for Epipen® for patients $0.00 $88.00 $88.00 $0.00
. _ L 2 = 2 Zenner, 1997 - -0.45 (-0.88, -0.02)  2.08 receiving SCIT
- 0.18; p = 0.018). In addition, the meta regression analysis did not —i.— 030¢057, 000 417
identify significant differences in the risk of discontinuation due adverse SCIT | | oracrenner. 200 oa7 (078 019 348 ITeB et 6 i isds S HIEL 0L <000
. . . . Dubuske, 2011 | ——— -0.19 (-0.31, -0.07) 9.37
events between the three therapies. Oralair™ was also associated with Corrigan. 2005 —= CALOTS 000 s Secondary pharmacotherapy $11.07 $17.27 $17.27 $6.92
cost savings against year round SCIT ($2,471), seasonal SCIT ($948) overa (s =35256,p 20080 <> 038(045,032) 10000 ndirect Costs:
and Grastek™ ($1,168) during the first year of therapy. e rando_rzafeasana_lzs“é ! T Lost productivity in hours, secondary to ~ $47.12 $1,508 $801 $47.12
: : A : . _ _ L receiving the drug
Conclusions: Through an indirect Compgrﬁnon of placebo controlled  .7he indirect comparisons were performed using two distinct methods: ) )
trla.IS, the evaluation suggesteo that Oralair has at least non-inferior Meta regT'ESSiOn and the method of Bucher et al., (1997) Favours immunotherapy Favours placebo Travel costs for drug injections $12.00 $384 $12.00
efficacy and comparable safety against SCIT and Grastek™ at a lower $204
- . ] The pooled mean reduction in the symptom score was significantly different between immunotherapy vs. TOTAL COST4 1003 3,474 1,951 2,171
annual COst. Meta reg ression mOdeI | ng y _ _ placebo; p < 0.001. Test for heterogeneity: Chi2 = 32.4, df = 20, p = 0.04, 1°=38.2% : : : :
*The _dependent varlable was the SMD or relapve risk (RR) of the event. | | | | ot T sEen (Eavings) whiih e ($2,471) ($948) ($1,168)
Funding source: Paladin Labs Inc. The independent variable is “treatment” (Oralair, Grastek™ or SCIT) Figure 2. Fixed effects meta analysis on the risk of treatment
Request for reprints: george@augmentium.com | e _ discontinuations with immunotherapy treatments relative to placebo. Table 5. Cost per patient for years two and three of therapy (combined).
*\We then test to see If the variable “drug” has a significant effect on the
SMD in AR symptom control or the RR for treatment discontinuation - Resource item Oralair™ S ey Rewmel SIET seEsmal - (ErEsiEio
OBJECTIVES (DIC). el T o ” -
Didier, 2007 X ' . ;64;28 éo().§7,522804.79) ;.g: Drug cosSt ’ '
= To perfc_)rm a syst_ematic review of placebo controlled ra_ndomized trials The Method of Bucher et al. (1997) Oralair | | aen. 202 g - :fzzﬁ:f;;iﬁ;f:; a2 e $32 80 $0.00 $0.00 $32 80
evaluating Oralair™, Grastek™ and subcutaneous immunotherapy *The indirect comparison of A and B is adjusted according to the results of | Didier, 2011 i 0351902128 7.9 Y SEPESIS
(SCIT) IN patlents with grass-lnduced seasonal aIIerglc rhinitis (AR). the direct Comparisons with a common intervention — C. ourham, 2006 I o o e Assessment by allergist and first $298 $298 $298 $298
| Dpani, 2008 . ; 0.43 (0.04, 4.68) 2.04 administration
Grastek Durham, 2010 - E 0.81 (0.05, 12.86) 1.53
s . . Bufe, 2009 202(038,1081) 4.3 L $0.00 $662 $963 $0.00
= To indirectly compare the safety and efficacy of Oralair™ to Grastek™ Ff’émRul\ag folrlt;:?eABCUtﬁh;k%t g'- Method s 2011 i aLaL o8 i1as Physician visits for injections
_' ) n J — n —_— n - Zenner, 1997 :: 2.74 (0.11, 65.42) 1.16
and SCIT for the management of grass-induced seasonal AR. oo — e rescription for Enipen® for patients $0.00 $176.00 $176 $0.00
SCIT - Dracf’1enberg, 2001 : 2:96 (0:12: 71:68) 1:15 receiving SCIT
- = 100 (002 497 o7
= To compare the direct and indirect costs of Oralair™ to Grastek™ and The stand?rd eir(\)/r would be: oo T STy 0T N $0.00 $0.10 $0.10 —
SCIT Over a three-year t|me horlzon ) SE(I”RR AB) ) [SE(I”RRAC)Z -+ SE(I”RRBC)Z] Overall (I-squared = 0.0%, p = 0.572) <:> 2.64 (1.88, 3.72) 100.00
_ _ - ILnOiltrSrcgdiZ:\t"Sty pro e N N N
COMPARATORS ECONOMIC ANALYSIS , \ eceiving the drug
. . . . . Increased risk with placebo Increased risk with immunotherapy Travel costs, secondary to having to $24.00 $288 $408 $24.00
= Qralair™: 300 IR dally under the tOngue: 4 months pre-allergy sSeason " AN epOnOmlc anal_ySIS was .COr:]dUCtEd from the societal perspecuve’ which The pooled relative risk of drug discontinuations due to adverse events was significantly different between ;_eg_?z\lf g‘ce)g_rl_ug $1.983.84 %2850 $3.867 $4.327
and then fOI‘ 2 mOnthS cO Seasona”y . The same regimen was used in COnSIdeI’Ed b()th dll’eCt and Indll’eCt COSIS. immunotherapy vs. placebo; p < 0.001. Test for heterogeneity: Chi2 = 18.2, df=20, p = 0.57, 12=0.0%. ’ : ’ ’ ’
years 2 and 3. = The analysis considered costs for drug acquisition, the pharmacy Table 1. Indirect statistical comparisons using the method of Bucher et al., (1997). Cost impact (savings) with Oralair™ o) SIS el
= Grastek™: 75000 SQ-T daily under the tongue and taken over the dispensing fee, reimbursement for physician services (i.e. for drug

: . _ 2 F : . Comparison Mean (95%CI) P-Value
entire year. The same regimen was used in years 2 and 3. Injections) as well as secondary therapy when the primary agent has to be \ Differsnce
« SCIT Redqi 1 N B e il 6 ths th discontinued because of intolerance. Oralair™ vs. Grastek™ CON CL U S | O NS
eglmen (year roun ) ne |n]ec Ion wee y X montns, en Symptom score -0.13 (-0.29 to 0.025) N/S

monthly for the remainder of the first year. Monthly dosing would be  * Indirect costs consisting of patient travel to receive their SCIT injection

used in years 2 and 3 and time off work (i.e. lost productivity, assuming 2 hours to visit the Drug D/C (expressed as a RR) 2.58 (1.14 to 5.80) 0.035 * Through an indirect comparison of placebo controlled, the evaluation
. SCIT Regimen 2 (seasonal): One injection weekly x 3 months physician for the injection) were also included. Oralair™ vs. SCIT suggested that OlT*SIaer'V' has non-inferior efficacy and safety against
oreseason, then monthly for 4 months during pollen season. The same " At the time of the analysis, a Canadian price for Grastek™ was Symptom score 0.18 (0.3110-0.047)  0.033 SCIT and Grastek™ and at a substantially lower annual cost.

regimen would be used in years 2 and 3. unavailable. Therefore, the UK price of $4.83 per day was used. Drug DIC (expressed as a RR) L EE (0.54 10 4.44) . References: Available upon request to the primary author.




