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General Safety and Tolerability of Subcutaneous Tanezumab for the Treatment of Osteoarthritis:
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TABLE 1: Summary of overall TEAEs up to end of the pooled treatment periods® TABLE 3: Summary of TEAEs of abnormal peripheral sensation up to the end of the pooled treatment periods®

BAC KG RO U N D RE S U LTS Tanezumab Tanezumab Tanezumab Tanezumab Tanezumab Tanezumab Tanezumab Tanezumab

Patient Placebo 2.5 mg 2.5/5 mg 5mg 10 mg Placebo 2.5 mg 2.5/5 mg 5 mg 10 mg

* Tanezumab, a monoclonal antibody against nerve growth factor (NGF), is in clinical atients Patients, n (%) (n=586) (n=602) (n=219) (n=347) (n=86) Patients, n (%) (n=586) (n=602) (n=219) (n=347) (n=86)
development for the treatment of the signs and symptoms of osteoarthritis (OA)." * The pooled patient population (N=1840; placebo=586, tanfazumab 2.? mg=6(12, tanezumab 2.5/50mg=219, Normber of TEAES i e oo o . Any TEAE 1302) 31610 73.2) 2716 110128)

¢ Clinical trials conducted pre-2015 demonstrated that intravenous (IV) tanezumab provides tanezumab 5 mg=347, tanezumab 10 mg=86) was predominantly white (80.9%) and female (66.6%). Serious TEAE 0 0 0 0 0
efficacy in patients with OA of the knee or hip, but joint safety events and abnormal peripheral * The approximate mean (range) age and disease duration of the population was 62 (21-89) and 9 (0-52) Any TEAE 30361.7) 31562.3) 103 (47.0) 190(54.8) 34395 Severe TEAE 0 0 0 0 0
sensation were observed in some pati.ents.z"‘.ln. additi0|.'1, possible changes in sympathetic Z;ar;, rezpectwj!y. A mhajor]ltk))/ oLphétlents(jf.Br:%k) had at*eist 2 Jomtzw@h a KzllgreE-L.av(;/ren.czla (KL)S%Z(;E! Serious TEAE 9(1.5) 13(2.2) 3(1.4) 9(2.6) 0 Discontinued treatment due to 2 TEAE 0 0 0 1(03) 0
neuronal morphology were reported in preclinical studies.® _f ( te?set on radiographs of both hips and both knees). A knee was designated as the index joint in 86.6% Severe TEAE 10(1.7) 13(2.2) 6(2.7) 133.7) 0 Specific TEAEs

. s of patients.

* Tanezumab OA trials conducted post-2015 used subcutaneous (SC) administration, excluded P Discontinued treatment due to a TEAE 12(2.0) 8(1.3) 1(0.5) 4(1.2) 0 Paresthesia 6(1.0) 14(2.3) 3(1.4) 14(4.0) 6(7.0)
the tanezumab 10 mg dose, limited enrollment to patients with inadequate response to other * The mean (standard deviation [SD]) number of SC doses received was 2.2 (0.7), 2.3 (0.7),2.0(0.0), 2.6 (0.8), : Hypoesthesia 5(0.9) 1.8 3(1.4) 8(2.3) 5(5.8)
OA treatments, restricted concomitant nonsteroidal anti-inflammatory drug (NSAID) use, and 1.1(0.3) in the placebo, tanezumab 2.5 mg, tanezumab 2.5/5 mg, tanezumab 5 mg, and tanezumab 10 mg Common TEAES Burning sensation 100.2) 100.2) 0 2(0.6) 0

i - i ' ioi i arms, respectively. i ' ' ’
and |'nco'rporated comprehensive sympathetic neurological and joint safety screening and p y Arthralgia 67(11.4) 52(8.6) 19(8.7) 30(8.6) 4(4.7) Carpal tunnel syndrome 0 3(0.5) 0 1(0.3) 0
monitoring approaches. Overall TEAEs Nasopharyngitis 33(5.6) 44(7.3) 11(5.0) 23 (6.6) 0 Sciatica 1(0.2) 3(0.5) 0 1(0.3) 0
* Here we present apooled analygs of'pat|ent'—level data from 3 randomized, pIaFebo—controIIed, * TEAE rates were 51.7% for placebo, 52.3% fortanezumak? 2:5 mg, 47.0% for tangzumab 2.5/5 mg, 54.8% for Back pain 22(3.8) 28(4.7) 602.7) 18(5.2) 0 Decreased vibratory sense 3(0.5) 1(0.2) 1(0.5) 1(0.3) 101.2)
ase 3 trials o tanezumab In patients with moderate to severe and a history o anezumab > mg, an .2% Tor tanezuma mg. A majority of events were mild or moderate in severity an .
phase 3 trials of SC binp h mod OA and a history of t b5 mg, and 39.5% for t b 10 mg. A majority of t Id derat ty and
: i ioi - - Headach 27(4.6) 26(4.3) 7(3.2) 14.(4.0) 5(5.8) Neuralgia 0 102) 0 1003) 0
inadequate response to other OA treatments (eg, acetaminophen, NSAIDs, opioids). few were considered severe or serious (Table 1). cadache : : : : : Neuropathy peripheral 0 0 0 1003) 102

* The aim of the analysis was to summarize the general safety and tolerability of tanezumab * Among common TEAEs (occurring in 22% of patients in any group), injection site reaction (10 mg), edema Paresthesia 6(1.0) 14(2.3) 301.4) 14.(4.0) 6(7.0) Paresthesia oral 0 0 0 1(03) 0
with a focus on joint safety, events of abnormal peripheral sensation, and events of possibly peripheral (2.5/5 mg and 5 mg), joint stiffness (2.5/5 mg), synovial cyst (10 mg), hypoesthesia (10 mg), and Osteoarthritis 10(1.7) 13(2.2) 1(0.5) 13(3.7) 0 Hypoesthesia oral 1(0.2) 0 0 0 0
decreased sympathetic function. paresthesia (5 mg and 10 mg) had a higher incidence (95% confidence interval [Cl] excluded 0) in a tanezumab Joint swellin 1041.7) 15 (2.5) 4(1.8) 102.9) 223) Sensorv disturbance O. 0 0 0 10.2)

group relative to placebo. & ' ' ' ' ’ i '
) ) ] ] ) Influenza 7 (.I 2) 7 (_l 2) 0 9 (26) 1 (,I 2) 2 Treatment period was 16, 16, and 24 weeks for studies A4091027, A4091056, and A4091057, respectively.
METHODS * The proportion of patients discontinuing treatment due to TEAEs was 2.0%, 1.3%, 0.5%, 1.2%, and 0% for \TEAE, treatment:emergent adverse event. J
placebo, tanezumab 2.5 mg, tanezumab 2.5/5 mg, tanezumab 5 mg, and tanezumab 10 mg, respectively. Fall 14(2.4) 26 (4.3) 4(1.8) 8(23) 0
Data Sources . ' * The only TEAEs that led to treatment and/or study discontinuation in >1 patient in any group were arthralgia Musculoskeletal pain 15 (2.6) 14(2.3) 2(0.9) 8(2.3) 1(1.2) TABLE 4: Summary of key TEAEs of possibly decreased sympathetic function
* Instudy A4091027 (NCT01089725; conducted pre-2015), patients received IV and SC placebo, (placebo n=7, tanezumab 2.5 mg n=2, and tanezumab 2.5/5 mg n=1) and osteoarthritis (tanezumab 2.5 mg n=3). Hvpoesthesia 5(0.9) 10.8) 3(1.4) 8(2.3) 5(5.8) up to the end of the pooled treatment periods*
SCtanezumab 2.5 mg, SC tanezumab 5 mg, and IV or SC tanezumab 10 mg every 8 weeks Joint Safetv Event yp ' ' ' ' ' Tanezumab Tanezumab Tanezumab
for 16 weeks, with an 8-week safety follow-up period.¢ The IV tanezumab 10 mg arm is not oin a_ e y vents _ . o _ . Pain in extremity 10(1.7) 14(2.3) 73.2) 7(2.0) 335 Placebo z,sm:—ng z.s/z;I mg ;zr:g
included in the current presentation of SC data. * No patients in thg placebo group had an event mcl.uded inthe composite joint safety endpoint, while the Upper respiratory tract infection 9(1.5) 14(2.3) 3(1.4) 7(2.0) 0 Patients, n (%) (n=514) (n=528) (n=219) (n=284)
A it of 22010 clinical hold t treated patients (90.5% ved onlv 1 d ¢ proportion of patients who had an event included in the endpoint was 1.9% for tanezumab 2.5 mg, 0.5% for A TEAE 2008 S(1s 105 508
- Asaresuitora cinicainold, most freated patients ( o ) received only 1 dose o tanezumab 2.5/5 mg, and 3.2% for tanezumab 5 mg (Table 2). Edema peripheral 1(0.2) 6(1.0) 6(2.7) 6(1.7) 0 ny ©8) (1.5 05 (28)
study medication. Of these, a majority (70.7%) remained in the study for more than Serious TEAE 0 0 0 0
16 weeks. — The risk difference (95% Cl) vs placebo was significantly greater for tanezumab 5 mg (3.17 [0.56 to 7.18]; Peripheral swelling 5(0.9) 4(0.7) 2(0.9) 5(1.4) 2(2.3) Severe TEAE 0 0 0 0
. . P=0.037), but not for tanezumab 2.5 mg (1.89 [-0.05 to 4.71]; P=0.084) or tanezumab 2.5/5 mg (0.46 [-1.63 Diarrh 7(1.2) 9(1.5) 5(2.3) 4(1.2) 0

¢ In study A4091056 (NCT02697773; conducted post-2015), patients received SC placebo t0.4.47]; P=0.696) larrhea : : : : Discontinued treatment due to a TEAE 0 0 0 0
(at baseline and Week 8), SC tanezumab 2.5 mg (at baseline and Week 8), or SC tanezumab - I RPOA tvoe 1 (sce Table 2.f @ defini Bronchitis 8(1.4) 7(12) 0 3(0.9) 2(23) Specific TEAEs
2.5/5mg (2.5 mg at baseline and 5 mg at Week 8) for 16 weeks, with a 24-week safety e most common event was type 1 (see Table 2 footnote for definition). Synovial cyst 2(0.3) 3(0.5) 1(0.5) 3(0.9) 2(2.3) Bradycardia 3(0.6) 4(0.8) 0 4(1.4)
follow-up period.” * The proportion of patients who had a TIR was 4.5% for placebo, 5.9% for tanezumab 2.5 mg, 6.8% for tanezumab o Orthostatic hypotension 1(0.2) 3(0.6) 1(0.5) 3(1.1)

« In study A4091057 (NCT02709486; conducted post-2015), patients received SC placebo, SC 2.5/5 mg, and 7.0% for tanezumab 5 mg. These rates observed for tanezumab were not significantly different Joint stffness 102) 407 >(23) 200 0 Hypohidrosis 0 1(0.2) 0 0
tanezumab 2.5 mg, or SC tanezumab 5 mg every 8 weeks for 24 weeks, with a 24-week safety from placebo. Urinary tract infection 400.7) 10(1.7) 3(1.4) 2(0.6) 2(23) Syncope 0 0 0 1(0.4)
follow-up period.? — Therisk difference (95% Cl) vs placebo was 1.40 (-2.17 to 5.73) for tanezumab 2.5 mg (P=0.443), 2.37 (-2.24 Injection site reaction 3(0.5) 2(0.3) 0 1(0.3) 4(4.7) Anhidrosis 0 0 0 0

Safety Assessments to 8.60) for tanezumab 2.5/5 mg (P=0.333), and 2.57 (-1.72to 8.10) for tanezumab 5 mg (P=0.253). Tament prod wes 16,16, and 2 ek for s AAGS1027, AOS1056,and AAGSTO7 ety @:?Tr:: I:z::)(: ::rsgli f:jvzez:s\;v:l:n Ior studies A4091056 and A4091057, respectively. /

* Data for overall treatment-emergent adverse events (TEAEs) were derived from all 3 studies. TEAEs of Abnormal Peripheral Sensation T e

« Data for the composite joint safety endpoint (events of rapidly progressive OA [RPOA] type 1 ¢ Rates of TEAEs of abnormal peripheral sensation were 2.2% (n=13) for placebo, 5.1% (n=31) for tanezumab - J
or 2, subchondral insufficiency fracture, primary osteonecrosis, or pathological fracture) and 2.5 mg, 3.2% (n=7) for tanezumab 2.5/5 mg, 6.1% (n=21) for tanezumab 5 mg, and 12.8% (n=11) for tanezumab
total joint replacements (TJRs) were derived from the 2 post-2015 studies, which incorporated 10 mg. Paresthesia and hypoesthesia were the most common adverse events (Table 3). - e CONCLUSIONS
comprehensive joint safety screening and monitoring procedures. * Most tanezumab-treated patients with a TEAE of abnormal peripheral sensation had only a mild event TABLE 2: Summary of joint safety up to the end of the pooled full study periods . i ec o h weeks (3 d v well tolerated . S
— Radiographs of both knees, hips, and shoulders were obtained from all patients at screening (77.1%), none had an event considered severe or serious, and only 1. patient discontinue::l treatment as a result olaceb Ta;eszumab T;nse/z;lmab Tan;zumab s gsztrr:g: \:)VT!tth o krfzzzznudmha}p,ut? azcé d or\:v f; ez (of 03(53$:I)I \_/rvlzziz\ésn;rz oﬁ:\l'l?E :E: r::il tlrg aTrﬁfetnFt)igigt; ;\illstc orr?t?nf ;ta:gentso

and at various points during the trial. All radiographs were reviewed by a central reader for (hypoesthesiain tanezumab 5 mg group). These adverse events typically resolved (75.7%). Patients, n (%) (n:?: 4°) (n'=5;18g) (.n=21r;)g (n=£n8g4) that were similar to those observed for placebo and no evidence of a sympathetic safety signal.

inclusion/exclusion criteria and possible joint safety events. All cases of TIRs and possible Key TEAEs of Possibly Decreased Sympathetic Function ralvzed b the addicat - 24 4.7 4178 1708 33116 « Joint safety events, most commonly RPOA, were infrequent overall but more common with tanezumab than placebo.
or probable joint safety events (reported as TEAEs or as determined by the central reader * Rates of key TEAEs of possibly decreased sympathetic function were 0.8% (n=4) for placebo, 1.5% (n=8) for nalyzed by The adjudication committee “.7 7.8) @.8 (11.6) TJRs were not significantly increased with tanezumab in these placebo-controlled studies.

on post-baseline images) were reviewed by a blinded adjudication committee of external tanezumab 2.5 mg, 0.5% (n=1) for tanezumab 2.5/5 mg, and 2.8% (n=8) for tanezumab 5 mg. Bradycardia and Included in the composite joint safety endpoint Y 10(1.9) 1(0.5) 9(3.2) * TEAEs of abnormal peripheral sensation, most commonly paresthesia and hypoesthesia, were infrequent overall but
experts for a final decision on outcome/diagnosis. orthostatic hypotension were the most common adverse events (Table 4). RPOA type 1° 0 6(1.1) 1(0.5) 5(1.8) more common with tanezumab than placebo.

* Data for TEAEs of abnormal peripheral sensation (eg, paresthesia, hypoesthesia, burning — Exposure-adjusted incidence rates (events/1000 patient years) for any key TEAEs of possibly decreased RPOA type 2 0 508) 0 301 « Joint safety events and TEAEs of abnormal peripheral sensation were less frequent with tanezumab 2.5 mg than with
sensation) were derived from all 3 studies. sympathetic function were 21.4 for placebo, 40.4 for tanezumab 2.5 mg, 14.7 for tanezumab 2.5/5 mg, and _ . O. 0 ] 0'4 higher doses.

* Data for key TEAEs of possible decreased sympathetic function (syncope, bradycardia, 63.2 for tanezumab 5 mg. Primary osteonecrosis 0 o8 * Itshould be noted th?t studies includedin these analyses vere relativgly shorF—Ferm (o= vyeeks, 2-35C CloEee),
orthostatic hypotension, anhidrosis, and hypohidrosis) were derived from the 2 post-2015 * The risk difference (95% Cl) vs placebo was 19 (-15.9 to 54.0) for tanezumab 2.5 mg (P=0.286), —6.6 (-42.3 to Subchondral insufficiency fracture 0 1(0.2) 0 0 lp:)licil:;c;;c;g;;ct)”eoc} tgsfzil’rl:afnger'term comparator studies will provide additional information regarding
studi.es,.which incorporated comprehensive sympathetic function safety screening and 29.1) for tanezumab 2.5/5 mg (P=0.716), and 41.8 (=6.7 to 90.4) for tanezumab 5 mg (P=0.091). Normal progression of OA 22 (4.3) 30 (5.7) 16 (7.3) 19 (6.7) & / .
monitoring procedures. ' . . * Most tanezumab-treated patients with a key TEAE of possibly decreased sympathetic function had an event that Other joint outcome? 2 (0.4) 1(0.2) 0 5(1.8)

* Data for overall TEAEs, TEAESs of abnormal peripheral sensation, and TEAEs of possible was mild (88.2%), none had an event considered severe or serious, none discontinued treatment due to these :
decreased sympathetic function were presented for the pooled treatment periods. However, adverse events, and all events resolved. With =1 TR 35 3169 1>©.8) 2000

X L . . . ) ) ) , ) ease scan this code with your smartphone app to view an electronic version of this poster. |t you don't have a
because an |mba|ance In |j01Nt Safet events t |Ca” erS|Sted durll’] the Safet fO”OW-u 2 Full study comprised both the treatment + safety follow-up periods. This was 16 + 24 and 24 + 24 weeks for studies A4091056 and A4091057, respectivel P hi QR d ith y h i ! i i f hi |fy don’th
. J y . yp y p g y p ° Overa”' the number Of patients WhO had a neur0|0gic ConSUItation due toa key TEAE Of pOSSibly decreased ®RPOA tyi)e1 V\F/Jas defined as a significant loss oéointspacz‘\)/vidth 2.2 mm within approximately 1 year, without gross structural failure. e ’ Smartphone' access the pOSter viathe internet at:
period (ot seen for other safety endpoints), joint safety data were presented for the pooled sympathetic function was 11 (2.1%) for placebo, 7 (1.3%)for tanezumab 2.5 mg, 5 (2.3%) for tanezumab e oo e i s et s o e et BT 3 i o 8t oy s, 2o g oG o o ek e e oeranarr £ 8 e
full study (treatment + follow-up) periods. 2.5/5mg, and 5 (1.8%) for tanezumab 5 mg. No patient was diagnosed with a sympathetic neuropathy. and 1 nstance ofpostaumatic condiion ntheanezumab S ma grovp. pracifioners_be/taneztimab_berenbatm1_e.nim
\ / K j \,osteoart ritis; , rapidly progressive osteoarthritis; TJR, total joint replacement. /
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