A REAL-WORLD COMPARATIVE EFFECTIVENESS ANALYSIS OF FOSTAMATINIB VS. THROMBOPOIETIN RECEPTOR AGONISTS (TPOs) FOR ERERE et BT
TREATMENT OF CHRONIC IMMUNE THROMBOCYTOPENIA IN ADULT PATIENTS

G. Dranitsaris'#, A. Peevyhouse', T. Wood', Y. Kreychman3, H. Neuhalfen! and M. Moezi?
'Quality Care Cancer Alliance, Tacoma, WA, 2Cancer Specialists of North Florida, Jacksonville, FL, 3Rigel Pharmaceuticals, South San Francisco, CA, and “Department of Public Health, Syracuse University, NY
Figure 3. Forest plot of clinical outcomes at 3

BACKGROUN RESULTS Table 3. Adverse events during fostamatinib and TPO therapy. Table 5. Thromboembolic events during therapy.
Parameter i iplosti Parameter inil iplosti months*.

- Chro_nic immU_ne thrombOCWO_PeniC purpura (_|TP) is an acquired Table 1. Demographic and clinical characteristics of patients (@oti) (n=87) (n=io7) (n=4) (1) (n=87) (n=fz7) (n=dd) ]
autmmrr]une d|sgase characte‘nzegi by antlbody-lndyced platelet (PLT)  treated with fostamatinib and TPOs. 'AEs reported during therapy  90.2% (46)  31.0% (27)  41.7% (53)  54.5% (24) Number of events 3.9% (2) 9.2% (8) 4.7% (6) 11.4% (5) :: :: 7.
destruction, leading to a reduction in the number of circulating PLTs. Parameter (mean, D) inil iplosti AEs associated with drug 7.8% (4) 14.9% (13)  4.7% (6) 11.4% (5) Type of event v ron
= Initial treatment is with corticosteroids. In  patients who become | ‘5"9?;1_;31 ‘G';g’"m (7"D=[121:23] g;'[z‘;’_m] Putmonary embolism . K B 3 moree |
resistant/intolerant to corticosteroids, the TPOs, consisting of AEs leading to unplanned 2.0% (1) 2.3% (2) 0.8% (1) 4.5% (2) Superficial thrombophlebitis 1 0 0 0 2 e |
eltrombopag (ELT), romiplostim (ROM), and avatrombopag (AVA) or the |Mean weightin bs 176 (60) 203/(67) 198 (59) 198 (60) clinic visit 0.0% (©) 53‘22‘;5;‘;‘& g ] g ‘1’ owvs ros
spleen tyrosine kinase inhibitor fostamatinib (FOS), are appropriate next |Femae s G86% (35) - 540% (47)  [SATR(T2) AEs leading to ER visit A0%@ %) 4T%() : e .
lines of therapy. AEs leading to hospital visit  9.8% (5) 2.3% (2) 6.3% (8) 0.0% (0) 5Rws‘nl dr 1 g 3 g s i
B ; . Oor1 70.6% (36) 72.4% (63 63.8% (81 77.3% (34) s leading to hospital visit .8Y% % .3% .0% lospital admission
= In this study, the comparative _safety and effectlveness_between FOS [3* 93%(5(, ) 8.0% (7() L 155%}21{ 65%(3() ) Number of hospital days Not 33 27 4 Rt ros .
and the TPOs was evaluated in a real-world community hematology |3 2.0% (1) 4.6% (4) 16%(2)  0.0%(0) Type of AE documented - .
ti Not documented 17.6% (9) 14.9% (13)  18.1% (23)  15.9% (7) Diarrhea 17.6% (9) 4.6% (4) 24% (3) 0.0% (0) 'How managed o3 1 2
setting. Fatigue 11.8% (6)  6.9% (6) 10.2% (13)  11.4% (5) Apixaban 1 4 1 1 .
METHODS Median duration of TP inyrs. ~ 45[1-21]  42[126]  38[1-26]  36[1-23] Headache oo g{ 25 }2’, (i }j{ i g; Pvaroxaban o i . B B
lausea .8% % 1% 8% arfarin i ol comparatve ant v N
[range] Hypertansion 7o% @) 0% &) 0% (0 oo% o) o 0 g d 5 \.eH comparative analyses, the p value was al.\ea.st 013,
= The QCCA network database was reviewed for ITP patients who had |Prior splenectomy 39.2% (20)  12.6% (11)  24.4% (31)  20.4% (9) :l;:immal pain g-g:;: g{ HZ}:{ g::ﬁ:g{ 40-2:2 g; i::er — L;WH — 1 — 0 0 Figure 4. Forest plot of clinical outcomes at 6
. 9 o " - reviations: ER = emergency room, =low molecular weig rins. e
received treatment between June 1, 2018 and December 31, 2021. Median Charlson score [range' 1(0] 1109 110-11) 106 Chest pain 20%(1)  00%(0)  00%(0)  0.0%0) e o hese months*.
. . . N 3 Neutropenia 2.0% (1) 0.0% (0) 0.0% (0) 0.0% (0) ini [ree—n
= The primary endpaomtS were the proportion of patients with PLT levels 2 |, =~ Oter’ 238 (12)  126% (1) 150% (19)  22.7% (10) :ab“*!G- Clinical outcomes dété over3and 6 m?”'ﬁs of therapy. 2
3 i il 41.2% (21 67.8% (59)  45.7%(58)  43.2% (19] arameter
30 and 2 50 x 10%uL and the proportion whose PLT levels increased by isiebedd 15.7% za,’ 8, 1%514; 15.0% hg; pis 57)) b events 30%(2)  92%(®)  47%(6)  11.4%(5) (n=51) (n=87) (n=127) __(n=44)
at least 2-fold relative to baseline at 3 and 6 months, respectively. Lups 3.9% (2) 3.4% (3) 2.4% (3) 2.3% (1) Response Outcomes at 3
. 3.9% (2) % 3.9% 6.8% (3) "These include s, hemat Je ach lipation, flid retention,leg sweling loss of tast " nth
= Secondary endpoints were the use of rescue therapy for PLT related |AlA 2 paiacoe znas, acara v Response 30’ ATO% (24)  54.0%(47)  58.3%(74)  56.8% (25)
i b 2.0% (1) 34% (3) 3.4% (4) 0.0% (0) B PLT counts < 30 x 10%L. 196% (10)  115%(10)  11.0% (14)  20.4%(9)
:zev:grttzd r;vec::(;/zl\cl)gmser(\; Eosf) thromboembolic events (TEs) and all Ev:nssnysmome e 00% ) 00% (0) 23% (1) Table 4. Platelet related events requiring rescue therapy. I:ndn:cume;tedo‘rhtherapy 33.3% (17)  345% (30)  30.7%(39) 22.7% (10)
. uration < 3 months
Parameter inil i i
. . N . : i
* Data colecton consisted of patent demographics, disease |y ., e T o St e R S SR S SR
characteristics, duration of ITP, comorbidities, number and type of prior z‘:":fgig:i;;h '228 09; 3;25:052; :Z:g'z; o fza’z; ) Undocumented or therapy  333% (17)  34.5% (30)  30.7%(39) | 22.7%(10) o
ITP treatments and PLT count prior to the start of FOS or the TPOs. White blood cells (10%L] 701(324) 685(365 613(333) 650(275) WVIG used as rescus therapy  {5:7% (8) ) 92% (6) B (1) R duration <3 morihs s .
N N ul) 4.20(2.02)  4.21(3.04) 355(233) 8.72(1.71 Oads Rato
= From the first day until the end of treatment, data were collected on [§ovon e isuiony 1107t isoisy 1ascon oorise NECHEES Medosage . ) . . DomrgotPlsatinuntis e s e
hemoglobin, white blood cells, absolute neutrophil counts, PLT counts, ﬁ;TT((\IuU//LL») =] 832 3l $§§§§; §2§§§§ ;: §§3§£§; o one doxe : S o - e % 514; ) 263%:}34{ 22:7%&0; n 8l comparative anayses,the p vake vas atleast> 0.4
" 8 N - s 30 grams x two doses? 2 0 0 0 Und ted or the 47.0% (24)  517%(45)  49.6%(63)  45.4% (20
ifrézzngléa;etrgzstheraples and the use of rescue IVIG, PLT transfusions | ap qui) 834(29.1)  98.0(686) 89.5(516) 97.4(64.2) 30 ramex one doss : o o - Undocumented of therapy (24) (45) (63) (20) MITATIONS
i ids. Aoorevions: AHA= [ — 80 grams x two doses? 2 1 2 1
The weignted comorbity classeswsre: Low = 0 ponts, Mecian = 1102, High = 3.0 4 and Very high = 2 5. « Thi i
i ini i Response Outcomes at 6 f
= The primary clinical endpoints between FOS and the TPOs were This was not a prospective study, a.nd some
. - e 5 . R . . . Total IVIG delivered (grams) 620 5 220 R0 months data was undocumented for several important
evaluated using multivariate logistic regression analysis, adjusted for Table 2. Characteristics of prior and current ITP therapies. Response 30° 35.3% (18)  41.4% (36)  42.5%(54) 52.3% (23)
clustering on the patient ‘Parameter Mean IVIG volume per patient 77.5 grams  85.6 grams 80 grams 100 grams. PLT counts < 30 x 10%/uL 5.9% (3) 4.6% (4) 11.0% (14)  6.8% (3) parameters.
- Undocumented o therapy 58.8% (30)  54.0% (47)  46.4%(59) 40.9% (18) ; I i
= Apatient level economic analysis was also conducted e o Loy e i et Platolets used as rescue  255% (13)  11.5% (10)  126% (16)  [18.2% (8) duration <6 months = The study was retrospective, so it was difficult
- fan number of prior X - X " N ’
therapies [range] herepy Response 50* 29.4% (15) 36.8% (32) 35.4% (45)  47.7% (21) - Elsjh(ﬁsusvr;tlsfynt:teas?;/:g;};nol;:(ljef:;ﬁ‘gsivtehnet?e was
RES LTS . her " Where were the platelets PLT counts < 50 x 103/uL 11.8% (6) 9.2% (8) 18.1% (23)  11.4% (5) ’
Brior TP therapies received delivered Und d or th 58.8% (30)  54.0% (47)  46.4%(59)  40.9%(18) i i i
= The final sample of 51, 87, 127 and 44 patients who received FOS, ELT, E{Ofﬂct‘lsfelrmdsﬂ ;gﬂ'“:; ((54% ;(;05“/; ((8274)) :ﬁg% (127) égn;(-;.(gg)) ER 15.4% (2) 30.0% (3) 12.5% (2) 12.5% (1) d:ra‘:w‘;:’ieg‘rzo::r:serapy 0 “n © 9 ggz:?nnece in some patient parameters at
. omiplostim o % - Clinic 0.0% (0) 0.0% (0) 6.25% (1) 0.0% (0) :
ROM and AVA, respectively. Rituximab T08% (36)  44.8% (39)  520% (66)  386% (17) Hospital 69.2% (9)  60.0% (6)  62.5% (10)  75.0% (6) Doubling of PLTs at 6 months = The study was not powered to detect
= Patient groups were reasonably balanced in terms of performance |Siembers o o | Not documented 154% (@) 100% (1) [18.6%(3) 5 HE ignificant diff i Il safety and PLT
. § K 3 % 9% . ” . 3 significant differences in overall safety an
status, comorbidity score, hematology and biochemistry parameters at | vatrombopag 27.4% (14)  333% (29)  21.2% (27) NA Total units admi No 26% (1) 23.0%(20)  220%(28)  250%(11) 9 f Y
¢ J o otal units administered 18 12 23 10 Undocumented or therapy 11.8% (6) 13.8% (12) 16.5% (21)  20.4% (9) related event endpomts
the start of therapy and median duration of ITP (Table 1). {mmunosuppressants oo [%J B 634/‘;/(2(;3) ;-27;/';/(5()29) :'75;@:2(’2 @ duration < 6 months 66.7% (34)  63.2% (55) _ 61.4% (78) 54.5% (24) .
. . . o o -G - Corticosteroid: d 15.7% (8) 8.0% (7, 7.9% (10) 9.1% (4) = thee etic re ' agoni
* The fostamatinib group tended to be more heavily pretreated, with the rescus thoapy 0 ‘ @ e ot o o 50O a3 o CONCLUSIONS
median number of prior therapies being three, compared to two in the ~|Starting dose (median) 100/mgBID " S0mg QD 3 mepkorwk ™ EUNIEEE Dofined aspatrts who had a palt lvol > 50 10%L at 3 morths.
TPO groups (Table 2). Final dose (median) 150mgBD  25mgQD  5megkgwk 20 mgQD Median duration of et L2 e 2 [Delnedasbavens who v a pltlt v = 50« 104 a1 6 o = To our knowledge, a real-world comparative
= AEs associated with drug discontinuations occurred in 7.8% Of |ouaion of terapy (monns ot royom G Figure 2. Box plot (?f platelet.levels over 12 months of therapy by anilystls e;/atluatln?j treatment effectlljvetcvess,
fostamatinib patients compared to 14.9%, 4.7% and 11.4% in the ELT, |wean (s5%C1) 7.3(43103) 8.9(65-112) 8.5(66-10.4) 1.2 (T.0-155) |  agmisicred to the same patont orhe Same even, 5o coun as one pateet vt equiing IVIG drug (medians and interquartile range). patient safety and resource use between
ROM and AVA groups respectively (Table 3). Median (IQR) 26(1.5100) 50(0.9-146) 50(1-12) 6.3 (1.3-21.9) predrisone fostamatinib and the TPOs has not been
= Thromboembolic events (TEs) occurred in 3.9% of fostamatinib patients | Platelet ievel athe start of Figure 1. Mean platelet levels (+ SE) over 12 months of therapy*. 8 . undertaken.
0, 0 o/ i ther: ) i .
compared to 9.2 /(),‘4..7 % a.nd 11.4% in the ELT, RQM and AVAgroups. Mean (65%Cl) (@149 @546 41(G250)  |40(2486) © _ . . . Fo;,tama}lnlb was comparable to the TFQS in
= In the 51 fostamatinib patients, there were 15 patients with PLT events |Median (QR) 21(-46)  25(1042) 30 (1247)  36(063) " B § . maintaining  platelet levels at clinically
(29.4%) that required active intervention. In the TPO groups, PLT related | geason for aiscontinuati l,-/j—\.\tj,%f 2 . . beneficial levels.
events occurred in 13.8% (n=12), 18.1% (n=23) and 13.6% (n=6) of |Change in therapy* 27.4% (14)  18.4% (16)  126% (16)  13.6% (6) ® } 3 s g . . = The total cost of therapy with fostamatinib was
patients treated with ELT, ROM and AVA respectively (Table 4). Physician chotce 3:;: E;’; ]j gj Eg; if)i;/}s()ze) 7%%3)5) B i/ J---} $e [ 3 numerically lower than that with AVA and ROM.
= Over 12 months of continuous therapy, responding patients who |Patient wish 233’ (1) Ae:j, (z'u iij’ (5) ;vg% (3) ; I | 387 . I [ = Fostamatinib appeared to have a favorable
remained on ELT or AVA tended to have numerically higher PLT levels | gaien = go gt A A g | . H i side effect profile, with fewer patients with AE
than fostamatinib (Figures 1, 2). Not 431% (22)  32.2% (28)  37.8% (48)  50.0% (22) / 2 T 6H é ﬁ I 1 related treatment discontinuations and TEs
= At month three and _six, there were no mea_ningful diﬁerencgs between  Asbreviatons: i = once per day, NIA= not appiicable . V I i - TLITITITTT l requiring ER visits and hospitalizations.
FOS and the TPOs in t;erms of the progomon of patients with the PLT Coree of s agons e 4 oo, s cycbgmespaG. menesce, s P sastsiors and fostamatinid romiplostim avatrombopag etrombopag = Given these findings, treatment selection
count being = 30 x 10%/pL, = 50 x 10%uL, as well as the proportion ciicaivel » hould be based Il i i
whose PLTs levels doubled relative to baseline (Figures 3, 4) e var ettt crare i e R P——— ] veeive [ mot [ oz oz should be based on overall patient safety,
) ! €l ) providing drug coverage. B [ mos [ — mos mo7 preexisting risk factors for TEs and cost
= The mean cost per patient with fostamatinib was $99,209 compared to e T T e e [ mos mos [ moto [ mott effectiveness
$92,341, $108,482 and $131,050 for ELT, ROM and AVA, respectively. mo 1z .
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