levels may cause changes in cardiac output, total peripheral resistance, and mean arterial pressure. 6-dimethylaniline. The elimination half-life of lidocaine following an intravenous bolus injection is 14 CLINICAL STUDIES use of sedatives, anxiolytics, or papoose restraints. Once adequate local anesthesia was achieved, as Table3:  Reasons for Procedure Failure (Study 2, Pivotal Cohort) successful procedures Figure 2 shows the full distribution of the FLACC scores during the procedural 16  HOW SUPPLIED/STORAGE AND HANDLING TM HIGHLIGHTS OF PRESCRIBING INFORMATION
With central neural blockade these changes may be attributable to block of autonomic fibers, a direct typically 1.5 to 2.0 hours. Because of the rapid rate at which lidocaine is metabolized, any condition The safety and efficacy of iontophoretically-administered TYMBION used to facilitate tympanostom assessed by lightly tapping the TM with a dull otologic instrument, tympanostomy tubes were placed - - phase of the h (tympanic | tap) and tube placement TYMBION is supplied in a single-patient-use 20 mL vial. TYMBION is only to be used with the Tula ™
des;ess:hnt effectof the local anesllhetlc agent on vinousfcomponenls of the cardiovascular system lhata‘ffe(tsflive‘r fu_ntcrl1i|9n m;y?Itecrl!idot'ginelk'ijne;its,clhe Zalf—life‘m?fy blel%rolo.ngelg tvvtg—f(;JIdtor tube pla(iment was e{/aluaied ’i)n two stu({ies n both studies, TYMBION was adminis{erepd viathe Y ;Jsing the Tula T(;)SA‘T{Iefslut:])flgad qntetr;l)rirr;gry endpoint for children in the younger age group and Reason for Procedure Failure Pivotal Cohort, (%) (n/N) for the patients aged 6 months to 4years old. iontophoress ESSIEIT\. gle-p 8 ly e?fees;wegll;lISgehet;:I‘l’::etslcl:l(llzlll:ge;I;:rhn:a"t‘lf:l:r?;t#;llggﬂed touse TYMBION™ safely and
and/or the beta receptor action o more in patients with liver dystunction. Renal dysfunction does not affect lidocaine kinetics but may Tula lontophoresis System in a physician’s office setting to provide local anesthesia of the tympanic WO primary endpoints for children in the older age group. Patient Behavi % (11/222) -25°C (68—77°F); i i —30°C (59— 86 (lidocaine hydrochlorid inephri
123 Pharmamkinetiis increase the accumulation of metabolites. brane, foIIoweg by tymp o tube insertiongusinpg the Tula Tube Delivery Systemy(TBSL Primary Endpoint 1: The percentage of children who had successful procedures (i.e., tubes placed in I : ;en el 1‘"0' thesi 53;((7 //222)) Table: _Summary of FLACC Sores, by Procedure Phase and Age ?;Zrtergl\lgg??lg;'fna;ezrgpezrsarir(g? Rlia?rl/lg‘;(ﬁgls(IJDNnisnptehT clstr:gnbstnvt\;lesge]tso [frgtgc(ts t9he Z?UZ)f[rx:;USP PR [FYMBION . and )oticsolution
Absorption Specific Populations Study 1 enrolled 30 adult patients (ages 21-83 years) and Study 2 enrolled 222 pediatric patients all indicated ears) had to be superior to a prespecified performance goal of 68%. Refer to Table 2. nadequate Anesthesia ° FLACCP Ages* 6 months 4 years Ages5 years- 12 years light. Do not freeze. For Iontophore5|s with the Initial U.S. Approval: 1948
. . . . - - impai icimpai ineti ti iatric pati “lead-in” i int2: i i i i i i o, | | —— INDICATIONS AND USAGE
The Tula lontophoresis System provides an electrical dose of 6.36mAmin to drive ions of lidocaine and The effects of renal impairment, hepaticimpairment, age, or sex on TYMBION pharmacokinetics have (ages 6 months through 12 years). An additional 47 pediatric patients were enrolled as ‘lead-in Primary Endpoint 2: For children ages 5 to 12 years, the pain associated with tube placement had Discomfort/Anxiety 2% (4/222) ase Mean ( Mean ( Discard unused portion at the conclusion of the procedure. i
epinephrine in‘t)o the tynzlpanic rpnembrane in a ~10-12 minute application, ater which the drug s not been investigated. cases in Study 2, data from which are included in the safety analyses only [see Adverse Reactions (6)]. to be superior to (i.e., less than) the prespecified goal of 4.2 (out of a maximum score of 10) on the Anatomic Challenges 19% (3/222) The NDC code pTYMBION s73257-001-01 P Tula Iontophore5|s System ONLY. [TYMBION, a combination of an amide local anesthetic and an alpha- and beta-adrenergic agonist, is
removed from the ear canal. 13 NONCLINICAL TOXICOLOGY Study 1(NCT03197558): Faces Pain Scale — Revised (FPS-R). This endpoint was not evaluated in children under 5 years of age, ontonhoress olerabin Q) Pre-procedure Otoscopy 07(20) 01(07) 2 NDC code for s : indicated for the induction of local anesthesia of the tympanic membrane, via iontophoresis using the Tula®
: ) ) . irinabili i 3 i . fatric distress i Jontophoresis Intolerabili " ! in pediatri i :
Arandomized, double blind pharmacokinetics study was conducted to evaluate systemic exposure 13.1 Carcinog " i of Fertility Study 1 was a non-randomized, multicenter study in 30 adult patients (mean age 54.9 years, 43% Eha_sed on their inability to rghal_)ly ct?]mlr:)lete Sflf re;l)\t?e_t: p?n sccales, rob»_xigtve(rhf):g(le)ltsrlc IdlstFr{esfs in : P L Y Earset / Drug Fill 14(28) 0.1(0.5) 17 PATIENT COUNSE!.ING INFORMATION ) Itor‘;toplhorems Stystgm,tl}r: pTedllatTncb(agDecli_ 6 m%nﬂ:s ant(i;;lder) and adult patients undergoing tympanostomy
to lidocaine HCl and epinephrine from TYMBION administered using the Tula lontophoresis System. Carcinogenesis male, 70% White/17% Black or African American/3% Asian/10% Other, 3% Hispanic or Latino) tol'sl:Ig)Ieegioup Was assessed using the Faces, Legs, Activity, try, Consolability cale. Refer Partially Medialized Tube 0.5% (1/222) lontophoresis 0821) 00(0.1) 17.1 Risks Relating to the lontophoresis Process Vial Ube placement using the Tula Tube Delivery System.
Twenty-five healthy adult volunteers were randomized 3:2 to receive bilateral iontophoresis of A‘_ U R P undergoing tympanostomy tube placement. TYMBION was administered either unilaterally or § ) _ . . i N - " - Advise patients that sensations of pressure, tingling, itching, or burning may be felt in the ear or at ) . Limitations of Use
TYMBION (n=15) or 2% lidocaine without epinephrine (n=10). Blood plasma samples were taken h‘f,??,::,ﬁ"goﬁﬂﬂ'ﬁ;;" animals o evaluae th arcnogenic potential of idoaine or TYMBION have bilaterally using the Tula lontophoresis System, as dinically indicated. Once fontophoresis was Table 2 shows the results for the two primary endpoints. Procedural success was 86% in younger :?t:rz;”l?ax EﬂgEO'ﬁt(i;;:,f{:fgﬁ ;3:: I:: ;lij":r':tglbmm" of the FPS-R Tube Placement Tolerabilty Tympanic Membrane Tap 40(36) 04(12) the location of the return electrode (used to complete the electrical circuit) during the iontophoretic Single Patient Use © TYMBIONis for use ONLY with the Tula lontophoresis System and cannot be used with any other
prior to the procedure, immediately after iontophoresis, and at 5, 15, 25, 35, 50, 80, 110, 170 and A metabolite. 2 6-xylidine, has been found to be carcinogenc The linical sianificance completed, local anesthesia of the tympanic membrane was assessed by lightly tapping the TM children and 89% in older children. The mean FPS-R score for tympanostomy tube placement was P P gure 1. and Tube placement administration of TYMBION. The Tula lontophoresis System has physician-controllable features that . iontophoresis device.
230 minutes after iontophoresis. Maximum mean lidocaine concentration (Cyay) was 2.25 ng/ml for mEta olite, 2,6-xylidine, has been found to be carcinogenic in rats. The clinical significance is witha dull otologic instrument. Tympanostomy tubes were then placed using the Tula TDS and 3.3 (out of 10) with a median of 2.0. Mean and median FPS-R scores five minutes after tube insertion Figure 1:  Distribution of Faces Pain Score — Revised (FPS-R) Tube Placement Scores for 3 min Post Procedure 1302.1) 0.2(09) may alleviate such sensations. Protect from Ilght - TYMBION s not for use alone (i.e., without the Tula lontophoresis System) and s not interchangeable
TYMBION and 1.98 ng/mL for 2% lidocaine. Plasma levels (C,y) of epinephrine following bilateral not nown. pain was assessed using a 0 to 100 mm Visual Analog Scale, where 0 = “no pain” and 100 = "worst were 1.7and 0, respectively. Patients Ages 5-12 Years 0ld (Study 2) . - - - - Advise patients that there may be some temporary redness at the site of the return electrode. (0 with other lidocaine with epinépFnrine formulations
iontophoretic administration of TYMBION (39.9 pg/mL) or 2% lidocaine (43.6 pg/mL) were within the Mutagenesis possible pain”. Table2: Primary Efficacy Endpoint Results (Study 2 Sample sizes for younger children were 100-101 and for older children 87-88. Video data was not available for all phases dvise patients that there s  isk of dizziness d loricstimulation, and a isk th hesi Rx on|y Ny | U l O '
normal range for endogenous epinephrine (30-50 pg/mL). Genetic toxicology studies for lidocaine and epinephrine have not been conducted. After TYMBION was d with the Tula lontophoresis System, 29/30 (979%) patients were able 2: Primary Efficacy Endpoint Results (Study 2) 5 for a few children due to video technical issues or obstructed views. ﬁ]avls:ol:ii)tele:(}z tugtettgr(eolr;a |r:te ?he ItZule)r;eslsacleJrente?éa ro‘:lcteztlljr:;u ation, and a risk that anesthesia DOSAGE AND ADMINISTRATION
Factors such as acidosis and the use of central nervous system (CNS) stimulants and depressants Impairment of Fertility determined by the investigator to have adequate local anesthesia to proceed with tympanostomy Primary Endpoints Ages 6 months — 4years Ages5—12years Figure2: Distribution of FLACC Tube PI Score for Patients Ages 6 months — Ad y N qh o kp ftransi P ; . = TYMBION is administered into the external ear canal through the Earset of the Tula Iontophoresu
affect the CNS levels of lidocaine HCI required to produce overt systemic effects. Objective adverse Ina published study, female Sprague-Dawley rats were treated subcutaneously with lidocaine via tube placement. In these 29 patients, tympanostomy tubes were su_ccessfqlly pla(eq in 37 out of Procedural Success ()’ 86% (103/120) 89% (91/102) 0% 4years (Study 2) vise patients there is a risk of transient tongue numbness. System. Alow level of electrical current supplied by the | is System results in p of
manifestations become increasingly apparent with increasing venous plasma levels above 6 mcg osmotic pumps starting two weeks prior to mating, and reproductive effects were assessed. Rats 37 targeted ears (100%). The mean (SD) VAS score upon tube insertion, using the higher of two (95% credible interval: (95% credible interval: 17.2 Local Effects lidocaine and epinephrine into the tympanic membrane. Once the iontophoresis process is complete,
free base per mL. dosed up to the high dose of 500 mg/kg/day (approximately 49,000 times the maximum delivered scores i both ears were treated, was 9.4 mm (15.7 mm) (95% Cl upper limit: 14.4) and the median 80%,91%) 82%,93%) 25 0% Inform patients that, although the product is contraindicated for use in patients with a tympanic TYMBION is removed from the external ear canal by gravity or wicking. (2.2)
Distribution dose of 0.098 mg/day on a mg/m? basis) showed no effects on copulatory rate, pregnancy rate, was 3.0 mm (out of amaximum of 100 mm). The maximum VAS pain score reported was 64 mm. 3.3 (out of 10) P membrane perforation, it is possible that perforations can be undetectable by otoscopy and - TYMBIONis to be used by healthcare professionals familiar with the administration of local anesthetics. (2.2)
Plasma binding of lidocaine is dependent on drug concentration, and the fraction bound decreases numbers of corpora lutea, or implantations. Study 2 (NCT03323736): }ulbe P'lglgtenzem P Ao /A (95% confidence interval: H - 35% tympanometry assessments. In such cases, TYMBION may inadvertently enterthe‘middle ear, DOSAGE FORM AND STRENGTH
with increasing concentration. At concentrations of 1to 4 yig of free base per mL, 60 to 80 percent of 13.2 Animal Toxicity and/or Pharmacology Study 2 was a non-randomized multicenter study, with 17 sites in the U.S. and 1 site in Canada, in Olerability (mean FF>-R score 26,40, Ch 0% causing vertigo/dizziness and nausea, which may last for several hours. [see Warnings and Otic Solution. Each mL of TYMBION contains 20 ma of idocaine HCl and 10 med of eninenhrine. 3
lidocaine is protein bound. Binding is also dependent on the plasma concentration of the alpha-1- Local Iritation pediatric patients with recurrent acute otitis media or chronic otitis media with effusion requiring #The Procedural Success endpoint was evaluated using a Bayesian Hierarchical framework. The success rate in each age - g Precautions (5.2)) - Uticoolution. EachmL o contains 20 mg of lidocaine HCl and 10 meg of epinephrine. (3)
acid glycoprotein. Lidocaine crosses the blood-brain and placental barriers, presumably by passive Ina repeat-dose ototoxicity study, guinea pigs were exposed to bilateral iontophoretic administration tympanostomy tube placement per clinical practice guidelines. To gain experience with the Tula group was compared to the performance goal of a 68% sucess rate. Success was declared for each age group i the lower g15% £asu CONTRAINDICATIONS
diffusion. of TYMBION at various supra-clinical dosage levels and dosage frequenies including positive, te(hngJogy, each |nvest|g§tor was reqwed to treat two patients under general anesthesia |n.the bound of the 95% credible interval ex(_eededthe perfo_rman(e goal of a68% success rate. The study was designed to & | 2 L Patientsp ing with tympanic " or lacerations / abrasions to the external
iminati : h e doch " operating room (OR lead-in cohort) using the TDS. A total of 68 procedures were performed in the evaluate each age group separately, with data borrowing between groups. 10% £ N
Elimination negative, vehicle, and treatment controls. lontophoretic dosing was supplied as 1x or 2x the human P 9 ( ) using P p 520% auditory canal. (4)
. . |'d fé 36mAmin on two d '(D 1and Day 5) or 1x for three days (Day 1, 5, and 10). OR lead-in cohort (mean age 3.4 years, 59% male, 78% White/9% Black or African American/4% bThe mean Tube Placement Tolerability score was compared to a performance goal of 4.2. Success was declared if the .: . L ™ . ) o . ) )
Metabolism flomina cose 0t b.3bmAmin on two cays foay andiuay ) or Ix for tree Cays tay % 5 and 0. Asian/9% other, 21% Hispanic or Latino). Each investigator was then required to treat two patients upper bound of the 95% confidence interval was less than 4.2 on the FPS-R. 5% g + Patients with a history of sensitivity or allergic reaction to lidocaine HCl, tetracaine, epinephrine, or
Itis not known if lidocaine is metabolized in the tympanic memt If present systemically, Acute erythema and edema in the external ear canal occurred in all groups 48 hours after the final in the office lead-in cohort using the Tul horesis § of d $15% any hypersensitivity to local anesthetics of the amide type, or any component of the anesthetic drug
o OV ? > - " b letel dby 284 | d d by auditory b in the office lead-in cohort using the Tula lontophoresis System. A total of 47 procedures were . . z
lidocaine is metabolized rapidly by the liver, and metabolites and unchanged drug are excreted by treatment, but was completely recovered by 28 days. Hearing loss as detected by auditory brainstem formedi - 0 0 Whi Tabl zes th f dural failure in Stud © 2019 Tusker Medical, Inc. All rights reserved. TUSKER MEDICAL, TYMBION, and Tula are trademarks| formulation. (4)
. . . o performed in the office lead-in cohort (mean age 4.8 years, 57% male, 77% White/13% Black or able 3 summarizes the reasons for procedural failure in Study 2. N . . ¢
the kidneys. Biotransformation includes oxidative N-dealkylation, ring hydroxylation, cleavage of responses (ABR) occurred at 48 hours with recovery in most animals by 28 days. ABR abnormalities in : - 780 icoani : ; 0% 10% or registered trademarks of Tusker Medical, Inc. o - L )
: - . ™ African American/2% Asian/8% other, 13% Hispanic or Latino). Once the OR and office lead-in 0 2 4 6 3 10 X - Patients with a familial history of insensitivity to lidocaine or other local anesthetics. (4)
the amide linkage, and conjugation. N-dealkylation, a major pathway of biotransformation, yields ;gug’ of earsin the t_retattimey::]%rout;z s petrsmle(ti ?.2?]“)'5 M{[thoutt_r e(cjm{)e_ry. TTtABR ab_normallgles at patients were treated, the investigator could enroll patients in the pivotal treatment cohort. There FPS-R Score, Tube Placement s Manufactured for Tusker Medical. WARNINGS AND PRECAUTIONS
the metaboli inexylidide and glycinexylidide. The pharmacological/toxicological ays were associated with treatment-related inflammation, otic debris, and tympanic membrane : ' g SR Seore, S
actionsof these metabolites are smilar to, but |9€55 potent than, Ihofe °f||d°ﬁ"?9 ? hyperplasia and fibrosis, which is onsistent with conductive hearing los. Ototoxicty, as defined ‘gfrim ?gtlents et th/wqu ?]years e e e, 5?1% s Whgem% o e e * Tominimize caloric stimulation that can cause patient dizziness, warm TYMBION before administerin
b by neurosensory damage to the cochlear hair cells in the organ of Corti, auditory nerve, or vestibular ack or Afican American/3% Asian/29% Other, 9% Hispanic or La‘}mu) and 102 patients aged 5 years Pediatric distress was assessed in Study 2 using FLACC scores, reported on a scale of 0 (lowest) to 10 0% Menlo Park, CA 94025 USA o p , g.
X(retla_n % of id - dinthe form of bol q organ, did not occur under these test conditions. The relevance of these findings to humans is not }\h(ou?;(’/léxarsz(z)nozaaaqe 76 yia?, 6)39? m:lz, 76:{“’¥¥m;6h;/° .Blaih orTAlfrllcantAn;]erlcap/ SO/Z (highest). FLACC scores for each treated patient were assigned by a Core Lab, using video recordings o 3 45 &7 82 10 Customer Service: 650 223 6900 . ) ) . .
Approximately ly 90% ot |d O(alﬁe mins i is excreieb |||1 tt e form of various metta ? 4|t§s dan 2 clear. Clinical studies have not been conducted to test the safety of repeated dosing of TYMBION. inﬂtm ol terréatmen tls(;;zr:r(t 05\ “a(;]r:;:(»j rerr]evav ee' e‘:?e " TIMBI hussilggn’seo ﬁ;l(z Soer:ﬂ?]p txfts}:so u¥stheem ofthe procedures, scoring each major procedural phase separately. Table 4 shows mean FLACC FLACC Score, Anesthesia Assessment and Tube Placement Phase - TYMBION, when used with the Tula lontophoresis System, does not anesthetize the external auditory
s than 103 excrted unchanged. The primary metaboie n rine i onjugae o -hydiony- P ’ phy 9 scores for key procedural phases for the younger and older pivotal treatment cohort patients who had IFU007010 Rev A earanal. 5.1)
Refer to the Tula lontophoresis System Instructions for Use for additional Warnings and Precautions related
1 12 13 14 15 16 17 EN A fto the use of the device components of the Tula System.
ADVERSE REACTIONS FULL PRESCRIBING INFORMATION DOSAGE FORM AND STRENGTH TYMBION contains sodium metabisulfite, a sulfite that may cause allergic-type reactions including ADVERSE REACTIONS 7.2 DrugsA d with Meth lobii Animal Data 10  OVERDOSAGE epinephrine 10 meg/mL, and sodium chloride 6 mg/mL. Sodium metabisulfite 0.5 mg/mL and
The most common adverse reactions (2%) occurting in patients treated with TYMBION using the Tula 1 INDICATIONS AND USAGE Otic Solution for iontophoretic delivery using only the Tula lontophoresis System: anaphylactic symptoms and life-threatening or less severe asthmatic episodes in certain susceptible The following adverse reactions are discussed in more detail in other sections of the labeling: The toxic effects of local anesthetics are additive and their co-administration should be used with Ina published study, lidocaine administered to pregnant rats by continuous subcutaneous infusion Clinical Presentation ditric acid, anhydrous 0.2 mg/mL are added as stabilizers. Methylparaben 1 mg/mL is added as a
horesis System were inad and vertigo/di 6 TYMBION, a combination of an amide local anesthetic and an alpha- and beta-adrenergic agonist, TYMBION s a sterile, nonpyrogenic solution of lidocaine hydrochloride 2% (20 mg/mL, equivalent to peobpli.ITTe ovSeréllilaltpvevalﬁpt_i ofsulfte sen5|ft|vny |ntt|he_ gent?]ral Iqutl#atlpﬂ 1S unk:howrl_and | + Local effects induding edema and erythema [see Warnings and Precautions (5.1)] caution indluding monitoring for neurologic and cardiovascular effects related to local anesthetic during the period of organogenesis at 100, 250, and 500 mg/kg/day, did not produce any structural Acute emergencies fom localanesthetics are genrallyrlated o high plasma concentrations preservative, and the solution may contain thTD(h|°"( acidtoadjust pHto 4.3 {range 33 t0 5.5,
USE IN SPECIFIC POPULATIONS is indicated for the induction of local anesthesia of the tympanic membrane via iontophoresis using lidocaine 16.2 mg/mL) and epmephnne 1:100,000 (0.01 mg/mL) in waler provided in 20 mL single- probably low. Sulnte sensitivity is seen more trequently in asthmatic than in nonasthmatic people. « Middle ear effects including vertigo and nausea [see Warnings and Precautions (5.2)] systemic toxicity. abnormalities, but did result in lower fetal weights at 500 mg/kg/day dose (approximately encountered during th use of local orto ded intravascular injection of Lidocaine Hydrochloride, USP is chemically d d2 2',6'-ac
N e, N " i i -amino- ic acid derivati i i i 3 N : f . : . : p - . 49,000 times the estimated maximum delivered dose (MDD) on a mg/m? basis) in the absence monohydrochloride monohydrate, a white powder freely soluble in water. It has the followin
The safety and effectiveness of TYMBION has been established in pediatric patients aged 6 months and the Tula lontophoresis System in pediatric (aged 6 months and older) and adult patients undergoing patient-use vials for iontop using the Tula lontop System. Patients allergic to para-amino-benzoic acid derivatives (procaine, tetracaine, benzocaine, etc.) have « Allergicreactions [see Warnings and Precautions (5.3)] Patients who are administered local anesthetics may be at increased risk of developing of maternal toxiet local anesthetic solution. ) y p y g
older. Th)t/a recommended dose for children is the same as adults, ZHd is (oﬁtrolled bygthe electrical current tympanostomy tube placement using the Tula Tube Delivery System. CONTRAINDICATIONS ot shown cross sensitivity to idocaine. « Systemic reactions [see Warnings and Precautions (5.4)] methemoglobinemia when concurrently exposed to the following drugs, which could include other 3 oublihed st dy d taning 100,000 hrine ata dose of 6 ma/k Signs and symptoms of overdose include CNS symptoms (perioral paresthesia, dizziness, dysarthria, chemical structure:
delivery of the Tula lontophoresis System. (8.4) Limitations of Use lontophoretic administration of TYMBION is contraindicated in patients with tympanic membrane 5.4 System: R“““’“_‘ o o 6.1 Clinical Trials Experience local anesthetics: (ESpl:gxnlrsmeelys 5”98’ 'm'ng:at;]":,\j‘%"ni':':?ng m? basn?::\r;:?le:i":s:) lahe(;zgfsm:gmusgcle ofthe confusion, mental obtundation, sensory and visual disturbances, and and CH,4
To report SUSPECTED ADVERSE REACTIONS, contact Tusker Medical Incat 1-650-223-6900 or FDA « TYMBION is for use ONLY with the Tula lontophoresis System and cannot be used with any (TM) perforation(s), or lacerations or abrasions to the external auditory canal. Adverse experiences following the systemic administration of lidocaine are similar in nature to Because dlinical trials are conducted under widely varying conditions, adverse reaction rates observed les of Drugs Associated with Mett lobi jaw or into the qum of the lower jaw of pregnant Long-Evans hooded rats on Gestation Day 11 cardiovascular effects (that range from hypertension and tachycardia to myocardial depression,
at 1-800-FDA-1088 or www.fda.gov/medwatch other iontophoresis device. - lontophoretic administration of TYMBION is contraindicated in patients with a history of sensitivity Lhose_ ull)stersed ‘d‘”th other lat'?'de ||g(a}|]al?€$th€}l( algents. TIJebse adverse e;perlenfes ratre' Im ?enetrﬁl, in the dlinical trials of a drug cannot be directly compared to rates n the clinical trials of another drug resulted in developmental delays in the neonates. Developmental delays were observed for negative hypotension, bradycardia, and ?5Y5t°|9)4
See 17 for PATIENT COUNSELING INFORMATION - TYMBION s not for use alone (ie, without the Tula lontophoresis System) and is not or allergic reaction to lidocaine HCl,tetracaine, epinephrine, or any hypersensitvity to local p?esseelzec:oefaaTl;Jl pn:%,o:i?on)r?g;)idlgabspo?;g]:n i‘ﬁnsaiﬁluesrientyi:txr:/?sﬂéﬁIa??r?jgeitiﬂz lo(run?; yrlgsulte and may not reflect the rates observed in practice. (!ass — E?(a.mp!es - — — — geotaxis, static righting reflex, visual discrimination response, sensitivity and response to thermal Management of Local Anesthetic Overdose NHCOCH,N(C,Hy), * HCl * H,
Revised: 11/2019 interchangeable with other lidocaine with epinephrine formulations. anesthetics of the amide type, or any component of the anesthetic drug formulation. from a hypersensitvty idios incrasy or diminished tolerance on the partof the patieﬁt Y The safety of TYMBION delivered via iontophoresis, using the Tula lontophoresis System, was Nitrates/Nitrites nitric oxllde, nnrgglycgnn, pllropruSSIdE, nitrous oxldg articaine, and electrical shock stimuli, and water maze acquisition. The developmental delays of the neonatal The first consideration is p ion, best accomplished by careful and constant monitoring of the
: 2 DOSAGE AND ADMINISTRATION « lontophoretic administration of TYMBION is contraindicated in patients with a familial history of y X Y, N ynrasy X o evaluated in four clinical trials; three in adult patients (n=90) and one in pediatric patients aged 6 Local Anesthetics ber{zoca[ne, buplvac.ame, lidocaine, mepivacaine, prilocaine, procaine, animals were transient, with responses becoming comparable to untreated animals later in life. patient’s state of consciousness after local anesthetic administration. At the first sign of change,
. insensitvity to idocaine or other local anesthetics (e.g. history of inadequate anesthesia with (NS manifestations are excitatory and/or depressant and may be characterized by lightheadedness, months to 12 years (n=269). Study 1, prospective, multicenter study in adult patients, and Study ropivaaine, tetracaine The clinical relevance of the animal data is uncertain. oxygen should be administered.
FULL PRESCRIBING INFORMATION: CONTENTS* 2.1 Dosing dental local anesthetic agents). nervousness, apprehension, euphoria, confusion, dizziness, drowsiness, tinnitus, blurred or 2, a prospective, multicenter study in pediatric patients, evaluated the safety of iontophoretically Antineoplastic agents | cycloph flutamide, hydroxyurea, i ide, rasburicase 8.2 Lactation The first step in the of c as well as underventilation or apnea due to CH,
Each mL of TYMBION contains 20 mg lidocaine HCl, equivalent to 6.2 mg lidocaine, and 10 mcg of WARNINGS AND PRECAUTIONS double vision, vomiting, sensations of heat, cold, or numbness, twitching, tremors, convulsions, administered TYMBION in patients und tube pl. Safety was —— " " — RTI—) ,' unintended subarachnoid injection of drug solution consists of immediate attention to the
1. INDICATIONS AND USAGE 8.4. Pediatric Use epinephrine. The typical volume of the external ear canal for children ages 6 months to 12 yearsis unconsciousness, respiratory depression, and arrest. The excitatory manifestations may be very brief or evaluated for up to three weeks in adult patients and up to 12 months in pediatric patients. Antibiotics dapsone, P ylicadd, Risk Summary i i " i ation wi " The chemical formula is C14H;,N,0-HCl- H,0; and the molecular weight is 288.8.
fatri i i i i 5.1 Local (External Ear Canal and Tympanic Membrane) Effects may not occur at all, in which case the first manifestation of toxicity may be drowsiness merging into larial hi i Th data on th b  lid hrine in hi ilk aft maintenance of a patent airway and assisted or controlled ventilation with oxygen and a delivery 147227 z
2. DOSAGE AND ADMINISTRATION 85, Geriatric Use approximately 0.4 mL to 0.8 mL. The Tula lontophoresis System tubing and reservoir accommodates : rartana‘and fymp ) » i Aot/ i dcoisd bk v o g bt The most commonly reported drug-related adverse reactions (> 2% of patients) to occur in Study chloroguine, primag B e T Jatoonor °(aS'"et or EP"‘T‘% rine in o MBION system capable of permitting immediate positive airway pressure by mask. Immediately after the Epinephrine, USP is a homimetic (adrenergic) agent d d chemically as 4-[1-hydroxy-2
2.1. Dosing 8.6. Hepatic Impairment approximately 0.6ml. Although not noted during dinical trials, local edema and erythema was noted during preclinical an arlysign o a high blgod |evye| of the drug and may Otcu’gas s consequence of rapid absorpton Y 1 or Study 2 with TYMBION are described in Table 1. One of the adverse reactions of vertigo and Anticonvulsants phenobarbital, phenytoin, sodium valproate related efstis b[Eanf:("jl(hﬂdﬁenuOi o effeztuofyr;llel:n ?gductleors areno data on - institution of these ventilatory measures, the adequacy of the circulation should be evaluated, (methylamino) ethyl]-1,2 benzenediol, a white, microcrystalline powder. It has the following
2.2, General Instructions 8.7. Renal Impairment 2.2 General Instructions animal studies upon iontophoretic administration of TYMBION. These effects were temporary in ’ I 100 ! > - dizziness observed in Study 1 was considered to be a vestibular symptom resulting from TYMBION Other drugs acetaminophen, metodlopramide, quinine, sulfasalazi ects p keeping in mind that drugs used to treat convulsions sometimes depress the circulation when structural formula:
23. Repeat Administration 10. OVERDOSAGE Use TYMBION only in conjunction with the Tula lontophoresis System. Full instructions for use of nature and generally resolved within 14 days of the procedure. Cardiovascular manifestations are usually depressant and are characterized by bradycardia, inadvertently entering the middle ear. < < 8.4 PediatricUse ) ) . ) y. Should convulsions persist despite adequate respiratory support, and if
3. DOSAGE FORM AND STRENGTH 11, DESCRIPTION the Tula lontophoresis System are provided with the lontophoresis System. In brief,instill TYMBION TYMBION should be warmed to approximately body temperature prior to instilling in the external ear hypotension, and cardiovascular collapse, which may lead to cardiac rrest. Table 1: Drug-Related Adverse Reactions with > 2% Incidence, by Patient USE IN SPECIFIC POPULATIONS The safety and effectiveness of iontophoretically-administered TYMBION for local anesthesia of the the status of the tlrtulatlon permlts smallincrements of an ultra-short acting barbiturate (such as OH
: : into the external ear canal via Earsets connected to fitted Earplugs. The Tula lontophoresis System canal. Cool drug placed into the ear canal may cause dizziness due to caloric stimulation. Monitor neurological status, cardiovascular status, and vital signs during and after administration of tympanic membrane has been established in children 6 months of age and older, as supported by the lor (suchasd may be :
4. CONTRAINDICATIONS 12. CLINICAL PHARMACOLOGY applies an electrical current to the solution, which causes lidocaine and epinephrine to penetrate i i wi Jontophoresi i i TYMBION in patients suspected of experiencing systemic adverse reactions. Adverse Reaction Study 1 Study 2 8.1 Pregnancy dlinical study conducted in pediatric patients [see Adverse Reactions 6.1, Clinical Studies 14]. The clinician should be famlllar prior to the use of local anesthetics, with these anticonvulsant drugs. .
12.1. Mech A pp! ] pinepl P! TYMBION, when with the Tula p System, provides local anesthesia of y y il v fids and. HO C—CH, NHCH
5. WARNINGS AND PRECAUTIONS 1. Mechanism of Action the tympanic memb After approximately 10 minutes, iontophoresis is complete and TYMBION metympénic membrane, and not the external ear canal. Avoid in{pacting the ear canal wall with 5.5 Methemoglobinemia (%) (n/N) (%) (n/N) Risk Summary The safety and effectiveness of TYMBION has not been established in pediatric patients younger than Supportive treatment of circulatory d ion may require admini o uids an v 2 3
5.1, Local Effects 12.2. Pharmacodynamics is drained from the external ear canal by gravity or wicking. lontophoresis can extend beyond otologic instruments. Cases of methemoglobinemia have been reported in association with local anesthetic use. Although Inad hesia* 3% (1/30) 4% (12/269) There are no available data on TYMBION use in pregnant women to inform risks associated with 6months of age. when appropriate, a vasopressor s directed by the clnica ituation (e.g. ephedrine). H
5.2. Middle Ear Effects 12.3. Pharmacokinetics I1nOs Q:Q:;ensslg ;Pﬁszroggzgslsa sggﬁ eolrocct;raerr:é;;‘r:g:c;;iIrger:ltlf;et::lljnlgmnll;m; iiv;}:mbme 52 Middle Ear Effects all patients are at risk for methemoglobinemia, patients with glucose-6-phosphate dehydrogenase Vertigo / Dizziness 7% (2/30) - major birth defects&mis?rlriagei 0[1 adverse materm glegzll oﬁtcom;s Based on th; low systemic 8.5 GeriatricUse If ngttre%feté lmm;dlatelgrg]oth tonvylswgs and ca{dlovascular depression can r(ejsultt in hypoxia, H
5.3. Allergic Reactions 13.  NONCLINICAL TOXICOLOGY s e a s " icteati P i dicatod i nati ; : deficiency, congenital or idiopathic methemoglobinemia, cardiac or pulmonary compromise, infants “Inadequate anesthesia was defined Tothel brane & Coerformed after TYVBION exposure associated with clinical administration of , this product is expected to present In a dlinical trial in adult patients receivin tubes after iontophoresis with TYMBION addosis, bradycardia, arrhythmias and cardiac arrest. Under or apnea due to HO
54. Systemic Reactions 13.1. Carcinogenesis, Mutagenesis, Impairment with  dull otologic probe or the p of the Tube Delivery ystem. It;:1‘32:11iotrs:le(rsgg:]el.stﬁ:\zz\?efrTthAiAsB;(g!‘SillS)I(eotnl:;?langle(:fr)ergtliglg?;l::;setv:gtllgel)r;oggglggpl;’f;:g under 6 months of age, and concurrent exposure to oxidizing agents or their metabolites are more m::o:l?:raeselsa::; p;zlva(zv:;m;a:gst::nay’(ejlz:r;:c:me:t‘ympam( remanepasesnentperometate minimal risk for maternal and fetal toxicity when administered to pregnant women. [see Clinical Studies 14] ﬂ?ere were8 patiegms over the age of 64. No age-related differences in subarachnoid injection of local anesthetic solution may produce these same signs and also lead
55. Methemoglobinemia of Fertility + Warm TYMBION to approximately body temperature prior to instilling in the external ear canal tympanometry, both of which are recommended pior to nitiation of iontophoresis (see Tula susceptible to developing clinical manifestations of the conition. I local anesthetics must be used in ) ) Ina published animal reproduction study, pregnant rats administered lidocaine by continuous efficacy or safety were evident. However, clinical studies did not include sufficient numbers of to cardiac arrest if ventilatory support is not instituted. If cardiac arrest should occur, standard The chemical formula is CoH13N03+C4H¢Op, and the molecular weight is 333.3.
6. ADVERSE REACTIONS 13.2. Animal Toxicity and/or Pharmacology [see Warnings and Precautions (5.1)]. lontophoresis System Instructions For Use). these patients, close monitoring for symptoms and signs of methe is rec Adverse reactions related to the tympanostomy tubes, such as otorrhea and tube occlusion, are not subcutaneous infusion at doses approximately 49,000 times the estimated maximum delivered dose patients age 65 and over to determine whether they respond differently than younger patients. cardlopulmon.ary resqscltatlve measures should be |n.st|tuted. N . o
6.1. Clinical Trials Experience 14. CLINICAL STUDIES + Avoid touching the ear canal wall with otologic instruments [see Warnings and Precautions fTYMBION enters the middle ear, some may enter the vestibular system, leading to vestibular Signs of methemoglobinemia may occur i ly or may be delayed some hours aﬁerexposure, included n the table, but can be found in the Tula System Instructions For Use. (MDD) of 0.098 mg/day during the period of organogenesis resulted in lower fetal body weights. In 8.6 Hepaticmpairment Endotracheal intubation, employing drugs and techniques familiar to the dinician, may be indicated, 12 CLINICAL PHARMACOLOGY
62, Post-Marketing Experience 16. HOW SUPPLIED/STORAGE AND HANDLING symptoms, such as vertigo and nausea. These symptoms may last from 4t08 hours, after which the and are characterized by a cyanotic skin discoloration and/or abnormal coloration of the blood. 6.2 Post-Marketing Experience apublished animal reproduction study, pregnant rats administered lidocaine containing 1:100,000 Patients with severe hepatic disease are at greater rsk ofdeveloping toxic plasma conc after initial administration of oxygen by mask, if difficulty is encountered in the maintenance of a 12.1 Mechanism of Action
7. DRUG INTERACTIONS 17. PATIENT COUNSELING INFORMATION 2.3 Repeat Administration drug dissipates, typically with no lingering effects. Methemoglobin levels may continue to rise; therefore, immediate treatment is required to avert No post-marketing data exist for TYMBION. eplne_phnne, |njeqed into the massetermuscle of the jaw orinto the gum of the Iowgrjaw at because of their inability o normeally metabolize lidocaine. However,the plasma exposure to patent airway or if prolonged ventilatory support (assisted or controlled) is indicated. Lidocaine is an amide local anesthetic. Lidocaine blocks sodium on channels required for the
’ ine Oxidase Inhibi ’ ; : ) The safety of repeat iontophoretic administration of TYMBION has not been evaluated in humans, 5.3 AllergicReactions more serious central nervous system and cardiovascular adverse effects, indluding seizures, coma, DRUG INTERACTIONS 590 times the estimated MDD on Gestation Day 11 resulted in developmental delays in neonates ontophoreticlly-administered TYMBION is very small [see Clinical Pharmacology (12.2)]. Dialysis is of negligible value in the treatment of acute overdosage with lidocaine HCl. initiation and conduction of neuronal impulses. Epinephrine s both an alpha- and beta-adrenergic
7.1.. Monoamine Oxidase Inhibitors 17.1. Risks Relating to the lontophoresis Process and repeat administration (to the same ear) is not recommended. [see Noncliical Toxicology (13.2)). o o o arrhythmias, and death. Discontinue TYMBION and any oxidizing agents. Depending on the severity 0 - [see Data]. 87 Renal lmpairment receptor agonist. Epinephrine produces local vasoconstriction, which prolongs the effect of lidocaine
7.2. Drugs Assodiated with 17.2. Local Effects Anondinical + dosestudy showed mild resicual shift in auditoy brainst ) Allergic reactions have been reported for lidocaine in the lterature. Allergic reactionsare of the signs and symptoms, patients may respond to supportive care; .., oxygen therapy, hydration. 7.1 Monoamine Oxidase Inhibitors Data 3 mp o ) ) ; 11 DESCRIPTION by reducing local tissue dlearance.
Methemoglobinemia ZSHSQ;SIZggrEZe;naIOrZ; Zaute)t(isd oos‘gelikz;; rerlgiledugoSexlte?r:‘;laeuarlcgml gﬂg?i:gr‘ ir:ﬁg?nnr;Z?ion . ﬁ:;a&tzlrl:gabryeillljﬁ2?gél;S'ﬁ?\'[?{;f;}xﬁgf;%i;‘mz ;)tfhif:iacl;ngo{g ::3&2 2:'5(;%‘}5;96(“0“ A mo;e severe cr:Inlta'I)presenlallon may require treatment with methylene blue, exchange The administration of local anesthetic solutions containi ine or hrine to patients Human Data Renal dysfunction does not affect lidocaine kinetics but may increase the accumulation of metabolites. TYMBION otic solution is a sterile, nonpyrogenic solution of lidocaine hydrochloride (an amide local 122 Pharmacodynamics
8. USEIN SPECIFIC POPULATIONS . q 4 transfusion, or hyperbaric oxygen. receiving monoamine oxidase inhibitors or tricyclic antldepressants may produce severe prolonged

*Sections or subsections omitted from the full
prescribing information are not listed.

2

8.1. Pregnancy
8.2. lactation

the external ear canal or tympanic membrane. There was no adverse impact of the repeat TYMBION
dosing on ossicular structures, ossicular mobility, cochlear hair cells, or on microscopic inner ear
findings.

3

methylparaben used as a preservative. The detection of sensitivity by skin testing is of doubtful value.

hypertension.

There are no data on TYMBION-related effects on pregnant women. Depending on the procedure
performed, the type and amount of drug used, and the technique of drug administration, lidocaine
can transfer across the placental barrier and act on the fetus.

7

anesthetic) and epinephrine (an alpha and beta adrenergic agonist) in water; for iontophoretic
i with the Tula phoresis System. TYMBION is provided in a 20 mL vial for
single-patient use. TYMBION contains lidocaine HCl, 20 mg/mL equivalent to lidocaine 16.2 mg,

9

Hemodynamics
While the systemic exposure to iontophoretically-administered TYMBION is low, excessive blood

10
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