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PACLITAXEL even at a reduced dose (110 mg/m2), but no observed increase in plasma of treatment was 8.3 months (range, 3.2 to 21.6 months). Median time to tumors had a smaller reduction in hazard (HR=0.92) for disease-free survival After Failure of Initial Chemotherapy Efficacy alternate sequence (i.e., paclitaxel before cisplatin). Pharmacokinetic data elderly patients had a lower median survival than younger patients, but no Fr?(; ?ja:iogérﬁt:ﬂ:%tgnﬁﬂgr;vs;esfggilgsb?Aglr_éaﬁtéL%w:tﬁgﬁziiggggte-
. . exposure (see PRECAUTIONS, Hepatic and DOSAGE AND ADMINIS- progression was 3.7 months (range, 0.1+ to 25.1+ months). Median survival with paclitaxel than other groups. Results of subset analyses are shown i i i ; . . from these patients demonstrated a decrease in paclitaxel clearance of other efficacy parameters favored the younger group. TABLE 9 presents € » 1A £
Paclitaxel Injection, USP TRATION). The effect of renal or hepatic dysfunction on the disposition of was 11.5 months (range, 0.2 to 26.3+ months). in TABLE 4. Pata lr701m 83 patlents”agqruegr:n thl:gee P(I';ase_ 2d0per(1j label StUdﬁe%Fnd The efficacy of paclitaxel was evaluated by assessing cutaneous tumar approximately 33% when paclitaxel was administered following cisplatin. the incidences of Grade IV neutropenia and severe neuropathy in clinical of important adverse events. For both studies, the analysis of safety was
(Patient Information Included) paclitaxel has not been investigated. rom 471 patients enrolled in a Phase 3 randomized study were available to response according to the amended ACTG criteria and by seeking evidence studies according to age. based on all courses of therapy (6 courses for the GOG-111 study and up
- 4 ) . ) o _ Response rates, median survival, and median time to progression for the TABLE 4. SUBSET ANALYSES — ADJUVANT support the use of paclitaxel in patients with metastatic breast carcinoma. of clinical benefit in patients in 6 domains of symptoms and/or conditions The metabolism of paclitaxel is catalyzed by cytochrome P450 isoenzymes to 9 courses for the Intergroup study).
Rx only tF_’ossuEIe mter?gllonsfof paﬁllt_axel V{I_Ith t(:c:ancomltantly administered medica- 4 arms are given in the following table. BREAST CARCINOMA STUDY Phase 2 Open Label Studies that are commonly related to AIDS-related Kaposi’s sarcoma. CYP2C8 and CYP3A4. Caution should be exercised when adminis- TABLE Q:RSEE(I:-EI(;:I.IFIE(IEJ FA’\II.:\)(\:IEFI_IS&EIY:ENNEIS-Imgl-\EFISI-_\I_LI?JI%gATIENTS TABLE 11: FREQUENCY? OF IMPORTANT ADVERSE EVENTS IN THE
ons have not been formally investigated. . h ; f ; nhibi :
WARNING : v v investig TABLE 3. EFFICACY IN THE PHASE 3 Patient Subset Disease-Free Survival Overall Survival Two studies were conducted in 53 patients previously treated with a Cutaneous Tumor Response (Amended ACTG Criteria) ‘e’t'”ghpac"taﬁscg”.‘com"a”"y Wg'},‘;‘gg‘g’" Sgbé‘{(aggi f’g‘h'?”"rs of the PHASE 3 FIRST-LINE OVARIAN CARCINOMA STUDIES
Paclitaxel should be administered under the supervision of a physician CLINICAL STUDIES SECOND-LINE OVARIAN CARCINOMA STUDY No. of No. of Hazard Ratio | No.of | Hazard Ratio maximum of one prior chemotherapeutic regimen. Paclitaxel was adminis The objective response rate was 59% (95% Cl, 46 to 72%) (35 of 59 patients) g)é 2§err<c:)irsneed whenlspg?;ntza);(rglei: concomit:r?tly adminis'tereacLiJ \:331 ?(n%L\jvn Patients [o/total (%)] Percent of Patients
experienced in the use of cancer chemotherapeutic agents. Appropriate Ovarian Carcinoma 17573 175724 13573 135/2 Patients | Recurrences (95% Cl) Deaths (95% Cl) tergﬁ |g tgeSsFe two trials as a 24-hour m;us_ll_cr)]n at initial doses of 250 mg/ng in patients with prior systemic therapy‘; Cutaneous responses were primarily substrates (e.g., midazolam, buspirone, felodipine, lovastatin, eletriptan, Nzutrspeicia Peripgergl Nll’,IIiI/I'RIpathv 606111
management of complications is possible only when adequate diag- First-Line Data (n=96) (n=106) (n=99) (n=106) - No. of Pasitive Nod (;VSV‘[’/ Cl-‘ o ?U%%g}l’t) Og %(%9/ mg%/or/n Q. S;/retsp;)zrl/se rates \(Yel’le 5T7hb defined as flattening of more than 50% of previously raised lesions. sildenafil, simvastatin, and triazolam), inhibitors (e.g., atazanavir, (Grade 1V) (Grades I11/IV) e T T T
nostic and treatment facilities are readily available. ) ) ) o ) ) 0.0 1"15“5‘"’ R PP 221 072 107 076 (95% Cl: 37% to 75%) an 6 (95% Cl: 32% to 72%), respectively. The TABLE 8. OVERALL BEST RESPONSE (AMENDED ACTG CRITERIA) clarithromycin, indinavir, itraconazole, ketoconazole, nefazodone, nelfinavir, INDICATION Age (y) Age (y) ¢75 750 P 750
The safety and efficacy of paclitaxel followed by cisplatin in patients with « Response o ’ third Phase 2 study was conducted in extensively pretreated patients who PERCENT OF PATIENTS ritonavir, saquinavir, and telithromycin), and inducers (e.g., rifampin and > > (1=339) | (n=336) | (n=196) (n=213)
Anaphylaxis and severe hypersensitivity reactions characterized by advanced ovarian cancer and no prior chemotherapy were evaluated in P, fpercem) 146 27 152 132 109 1310 74 (08810054 1o | 022112 had failed anthracycline therapy and who had received a minimum of two carbamazepine) of CYP3A4 (see CLINICAL PHARMACOLOGY). (Study 265 <65 265 <65 ~Bone Marrow
dyspnea and hypotension requiring treatment, angioedema, and gener- 2, Phase 3 multicenter, randomized, controlled trials. In an Intergroup study - 95% Confidence Interval | (8.5t023.6) | (14.5t031) (910 24.1) (7.710 21.5) ’ (0.61 10 0.99) (0.47-0.91) chemotherapy regimens for the treatment of metastatic disease. The dose . ) * OVARIAN Cancer Neutropenia < 2,000/mm® 91¢ 950 % 9%
alized urticaria have occurred in 2to 4% of patients receiving paclitaxel led by the European Organization for Research and Treatment of Cancer 10+ 360 129 0.93 87 0.90 of paclitaxel was 200 mg/m? as a 24-hour infusion with G-CSF support. Prior SV(Srtle_"},'g)T"e'a"V Caution should also be exercised when paclitaxel is concomitantly adminis- (Intergroup First-Line/ N . P y 3 | ) f |
in clinical trials. Fatal reactions have occurred in patients despite involving the Scandinavian Group NOCOVA, the National Cancer Institute « Time to Progression (066 10 1.31) (0.59-1.36) Nine of 30 patients achieved a partial response, for a response rate of 30% - tered with known substrates (e.g., repaglinide and rosiglitazone), inhibitors 17573 157 34/83 (41) | 78/252 (31) | 24/84 (29)* | 46/255 (18) < 500/mm 33 4 81 58
premedication. All patients should be pretreated with corticosteroids, of Canada, and the Scottish Group, 680 patients with Stage llg_c, Ill, or - median (months) 44 4.2 34 2.8 " (95% Cl: 15% to 50%). (e.g., gemfibrozil), and inducers (e.g., rifampin) of CYP2C8 (see CLINICAL ]
diphenhydramine, and H, antagonists (see DOSAGE AND ADMINIS- |V disease (optimally or non-optimaplly debﬁlked) received eﬁherﬁ;);cmam - 95% Confidence Interval (3105.6) (35105.1) (2.8104.2) (1.9104) * Tumor Size (cm) 1096 15 079 . 073 Phase 3 Randomized Study Complete response 3 PHARMACOLOGY). ﬁgg/z‘i l;égs)ﬂ‘“/ 48/61 (79) | 106/129 (82) | 3/62 (5) 2134 (1) - Thrombocytopenia < 100,000/mma39 21: 33;1 26 30
TRATION). Patients who experience severe hypersensitivity reactions 175 mg/m? infused over 3 hours foliowed by cisplatin 75 mg/m? (Tc) or <2 ’ (0.57 0 1.08) (0.45 10 1.18) - . . < 50,000/mm 3 7 10 9
i i : 2 g ; > « Survival = - : - : ; ; ; i i i i ; Potential interactions between paclitaxel, a substrate of CYP3A4, and Phase 3 Second-Line/
baconc rrany Shouls 1ot 50 aven fo patons it soid fumors | TGN of 8 Gouses. AlhGugh ine proioce alowed vt merapy. ony | VA @IS | 150 ot | g | B s |1 oalnoan | % |osebosn | ortwo ragmens of hematherapy. Fatent wre randomiced o recene | > prtease iors (lonayl: sadun, fnawr. and nefinau ion | 17509 S D T e < | w | @ | ow | om
by ; 9 P 3 15% received both drugs for 9 or more courses. In a study conducted by onfidence Interva o T o i 397 m 0.75 2 0.73 paclitaxel at a dose of either 175 mg/m? or 135 mg/m? given as a 3-hour Stable di 2 are substrates and/or inhibitors of CYP3A4, have not been evaluated in (Phase 3 Second-Line/ 21725 84) | 57779 (72 /25 0 2803 <8y 30 gd 1
who have baseline neutrophil counts of less than 1,500 cells/mm® and the Gynecological Oncology Group (GOG), 410 patients with Stage Ill or >5 (0.51 to 1.08) (0.46- 10 1.16) infusion. In the 471 patients enrolled, 60% had symptomatic disease with able disease clinical trials. T175/24c) (84) (72) 0) ®) 4
should not be given to patients with AIDS-related Kaposi's sarcoma if IV disease (>1 cm residual disease after staging laparotomy or distant Analyses were performed as planned by the bifactorial study design impaired performance status at study entry, and 73% had visceral metas- ; ; i i Phase 3 Second-Line/
the baseline neutrophil count is less than 1,000 cells/mm?. In order to metastases) received either paclitaxel 135 mg/m(‘2 infused over 24 hours described in the protocol, by comparing the 2 doses (135 or 175 mg/m?) ’ Me"npag?eal Status 1,929 374 0.83 187 0.72 tases. These patients had failed prior chembtherapy either in the adjuvant Progression 8 ;{gtpoens g;iéill!:grgtgrg s%ggegtl thataplgsemagegaeslségf dﬁéomgﬁ-’g(i’ﬂi'ﬁ 1(135/3”) #1629 | 10581 (12) oo 81O - Infections ; % z 2 1
ronior [ Sccrence of bone MATeN SURprESSO: PTG UL, | ol by it 75 Mo or ycopneapramide 750 maine clowed  Mespeciue of g schedule (3 or 26 hours) an,the 2 schadles e e L | mo | O | g [esheben | saing 0% e melasale dting 65 or B (51%). iy seven aciue metabelte doveubicne) my bo ncreased when paciiweland | 05 it | awn | sen | a2 | s T
e d ; ; i i 2 for 6 courses. e y 9 ost ; : percent of the patients had been previously exposed to anthracyclines Early death/toxicity 3 . T135/24) « Hypersensitivity Reaction
that frequent peripheral blood cell counts be performed on all patients by cisplatin 75 mg/m rate similar to that for those receiving the 135 mg/m?2 dose: 18% versus (0.57 0 0.93) (0.56 10 1.06) o f ; . " Hematolo . 4 4 dg 4
receiving paclitaxel. In both studies, patients treated with paclitaxel in combination with cisplatin 14% (p=0.28). No difference in response rate was detected when comparing and 23% of them had disease considered resnstant'to this class of agents. ) 9y - ' ' . (Phase 3 Second-Line 47/82 (57)* | 141/319 (44) | 1/83 (1) 2/320 (1) :! ere! 1} 61 im ! 4
had significantly higher response rate, longer time to progression, and the 3-hour with the 24-hour infusion: 15% versus 17% (p=0.50). Patients * “ecei},‘ggnsic:‘aus 2066 203 092 1% - The overall response rate for the 454 evaluable patients was 26% (95% CI: The median time to response was 8.1 weeks and the median duration of Paclitaxel therapy should not be admlnlsteredsto patients with baseline Pooled) - Severe”_ . -
DESCRIPTION A i ) longer survival time compared with standard therapy. These differences receiving the 175 mg/m? dose of paclitaxel had a longer time to progression ' (07310 1.16) (05910 1.18) 22% to 30%), with 17 complete and 99 partial responses. The median dura- response measured from the first day of treatment was 10.4 months (95% Cl, neutrophil counts of less than 1,500 cells/mmq. In order to monitor the «Adjuvant BREAST Cancer * Neurotoxicity
Paclitaxel Injection, USP is a clear, colorless to slightly yellow viscous were also significant for the subset of patients in the Intergroup study with than those receiving the 135 mg/m?2 dose: median 4.2 versus 3.1 months Negative/Unknown® 1,055 331 0.68 216 ) tion of response, measured from the first day of treatment, was 8.1 months 7 to 11 months) for the patients who had previously received systemic occurrence of myelotoxicity, it is recommended that frequent peripheral 56102 7341 468 - Any symptoms 87¢ 504 25 20
solution. It is supplied as a nonagueous solution intended for dilution with a non-optimally debulked disease, although the study was not fully powered (p=0.03). The median time to progression for patients receiving the 3-hour (0.55 10 0.85) (0.54100.93) (range: 3.4 to 18.1+ months). Overall for the 471 patients, the median time therapy. The median time to progression was 6.2 months (95% Cl, 4.6 to blood cell counts be performed on all patients receiving paclitaxel. Patients (Intergroup/AC followed by T°) (55) (50) 5102(5)° | 46/1,468 3 - Severe symptoms' 2°¢ 2¢ 3¢ bk
suitable parenteral fluid prior to intravenous infusion. Paclitaxel Injection, USP for subset analyses (TABLES 2A and 2B). Kaplan- Meier survival curves for versus the 24-hour infusion was 4 months versus 3.7 months, respectively. ~Posiive or ot to progression was 3.5 months (range: 0.03 to 17.1 months). Median survival 8.7 months). should not be re-treated with subsequent cycles of paclitaxel until neutro- BREAST Cancor Atter Failure of « Nausea and Vomiting
is available in 30 mg (5 mL), 100 mg (16.7 mL), and 300 mg (50 mL) each study are shown in FIGURES 1 and 2. Median survival was 11.6 months in patients receiving the 175 mg/m? dose of : ositive for either estrogen or progesterone receptors. N was 11.7 months (range: 0 to 18.9 months). . - § phils recover to a level >1,500 cells/mm? and platelets recover to a level RE ancer After Failure o - Any symptoms 88 03 65 69
multidose vials. Each mL of sterile nonpyrogenic solution contains litaxel hs in pati iving th 2 - Negative or missing for both estrogen and progesterone receptors (both missing: n=15). ) . _— ’ Additional Clinical Benefit >100,000 cells/mm?3. In the case of severe neutropenia (<500 cells/mm3 Initial Therapy Y symp
6mg pacitaxel S Bo7 mg of polyoxyl 35pc£stgr ol NF and 49 7% (v/v) TABLE 2A. EFFICACY IN THE PHASE 3 FIRST-LINE R)Aa%lltaxe and 1|1 mon1t1s7|n patltint? recelt\(lngtt e 13.5.mg{rr1n g%se (P,—fO.5?2)- Response rates, median survival and median time to progression for the for7 c’iays or more) during a course of paciitaxel therapy, a 20% reduction (Phase 3/T175/3°) 724 29) | 56200 28) | 3125 (12) 12204 (6) - Severe symptoms’ 18 24 10 1
Lhol i P : OVARIAN CARCINOMA STUDIES edian survival was 1.7 monins tor patients receiving the 3-hour Infusion These retrospective subgroup analyses suggest that the beneficial effect 2 arms are given in the following table. Most data on patient benefit were assessed retrospectively (plans for such in dose for subsequent courses of therany is recommended ~ Wyalgia/Arthralgia
dehydrated alcohol, USP. - of paclitaxel and 11.2 months for patients receiving the 24-hour infusion of paclitaxel is clearly established in the receptor-negative subgroup, but TABLE 5: EFFICACY IN BREAST CANCER AFTER analyses were not included in the study protocols). Nonetheless, clinical ’ : q ) py : . . (Phase 3/T135/3%) 7/20 (35) | 37/207 (18) 0/20 (0) 6/209 (3) Ay symptoms - - o0 20
Paclitaxel is a natural product with antitumor activity. Paclitaxel is '"'"g;ﬂﬂﬂ‘é:"s"dgggﬂ’a"v GOG-111 (;?t:ho.gr:]).l;li'hlese srt:tlstrlicalnanre#yzes should be viewed with caution because the benefit in receptor-positive patients is not yet clear. With respect to FAILURE OF INITIAL GHEMOTHERAPY OR WITHIN 6 MONTHS descriptions and photographs indicated clear benefit in some patients, For patients with advanced HIV disease and poor-risk AIDS-related Kaposi's « Non-Small Cell LUNG Cancer - Severe symptoms' 6 It 1
obtained via a semi-synthetic process from Taxus baccata. The chemical - v v v of the multiple comparisons made. menopausal status, the benefit of paclitaxel is consistent (see TABLE 4 OF ADJUVANT CHEMOTHERAPY including instances of improved pulmonary function in patients with pulmo- sarcoma, paclitaxel, at the recommended dose for this disease, can be (ECOG/T35/24 c75°) S8t (82) | 86124 (69) | 971 (13) 16124 (13) oo
name for paclitaxel is (2aR,4S,4aS,6R,9S,115,125,12aR,12bS)- T1Z755/3 Cz%l’l 1133/524 Cgsﬂ Paclitaxel remained active in patients who had developed resistance to and FIGURES 5 to 8). nary involvement, improved ambulation, resolution of ulcers, and decreased initiated and repeated if the neutrophil count is at least 1,000 cells/mms3. (Phase 3717573 507 789 (42)* | 50267 1) | 1191 (1) . oy aymptoms - 200 156 g
1,2a,3,4,4a,6,9,10,11,12,12a,12b-Dodecahydro-4,6,9,11,12,12b-hexahy- o o et o i _ i i i i 175/3 135/3 analgesic requirements in patients with Kaposi’s sarcoma (KS) involving the itivi i ase c " * -
droxy-4a,8,13,13-tetramethyl-7,11-methano-5H-cyclodecal[3,4]-benz[1,2-b] — (n=218) (n=227) | (n=136) {n=214 ﬁl?r:?rurr&;ggéav'ﬁt'ﬂ% g]i:gmlh(sdf?g?r?ioa;;%?c?r: g;og rSE?i'gSnngﬁtgin,{i% Figure 5. Disease-Free Survival: (n=235) (n=236) feet gnd resolution of facial lesions and edema in patients with KS invo?ving Hy;?ersen§|t|vny Beact|ons " ) *p<0.05 - Severe symptoms® 2 3 4 1
oxet-5-one 6,12b-diacetate, 12-benzoate, 9-ester with (2R,3S)- N-benzoyl- » Clinical Response® | (n=153) (n=153) | (n=113) (n=127) regimen) with response rates of 14% in the Phase 3 study and 31% in the Receptor Status Negative/Unknown AC Versus AC+T * Response the face, extremities, and genitalia. Patients with a history of severe hypersensitivity reactions to products @ Paclitaxel dose in mg/m?/infusion duration in hours; cisplatin doses in mg/m?, * Asthenia
3-phenylisoserine. - ;atvea‘(ﬁeecrcent) 58 006 43 62 00d 48 Phase 1 and 2 clinioal studios - rate (percent) 28 22 Saoty cor&t?lnlr}g pol(ljy0>;y| 35 'castt'or oil (e.g., CtyCItO§po|’:’ln fl?:ir InJetcgontcontC%mrattﬁ b Eeripher(a:\ neurup‘mgy ENaS PﬁlliuLdEetHA)/ithin the neurotoxicity category in the Intergroup First-Line - Any symptoms NG NG 174 10¢
: . T X X . N afe and teniposide for injection concentrate) should not be treated wi varian Gancer study (see L 4
Paclitaxel has the following structural formula: « Time to Progression A : . _ p-value 0135 aclitaxel. In order to avoid the occurrence of severe hypersensitivity reac- ¢ Paclitaxel dose in mg/m?/infusion duration in hours. _ - Severe symptoms NC NC 1 1
 median (m{mgtrrms) I 132 99 16.6 13.0 'sl'geenafg\r/(taﬁseep%\(/)?gé ggllilesi?otfh ésag]f?g%%f éugayﬁ;vnatss ﬁ—zgtselfjt?r?g g'énntllg:} w 1 « Time to Progression The adverse event profile of paclitaxel administered to patients with advanced ﬁons, all patients treated with paclitaxel should be prerzé)dicated wm); corti- ¢ fgg"gx?rln T/)ngg‘u"r*‘é”é%e“ Cg”v'vseeesksﬂffgrﬂ;ocfgﬁggsa“d cyclophosphamide (AC) at a dose of * Alopecia
- g-va‘%ec o (HR)® 0&]0920 U'(? 988 studies. These adverse events and adverse events from the Phase 3 second- =) 1 - median (months) 4.2 3 HIV disease and poor-risk AIDS-related Kaposi's sarcoma was generally costeroids (such as dexamethasone), diphenhydramine and H, antagonists . periphegral neuropathy re'gorted as y toxiciy in the Adjuvant Breast Cancer - Any symptoms % 89 8¢ a7
- gazard atio (HR) 0.62 10 0.92 0.56 10 0.86 line ovarian carcinoma study are described in the ADVERSE REACTIONS o - p-value 0.027 similar to that seen in the pooled analysis of data from 812 patients with (such as cimetidine or ranitidine). Minor symptoms such as flushing, skin study (see TABLE 13). N T - Severe symptoms' 510 214 6 8
o Survival section in tabular (TABLES 10 and 12) and narrative form. E 0.8 \ AC+T ~ Survival zgl(l}(é ;%'Tﬁr:'g’;g;id;':ﬁg ;\éegttlsj ;gg :(rzlev%':i;\i/sgés ifr:OtWeﬂI]\eDF\,lhéég é reactions, dyspnea, hypotension, or tachycardia do not require interrup- f Peripheral neuropathy reported as neurosensory toxicity in the ECOG NSCLC study (see TABLE 15). & Based on worst course analysis.
vl . ’ . - tion of therapy. However, severe reactions, such as hypotension requirin Paclitaxel (T) dose in mg/m?/infusion duration in hours.
- gjsglﬁgc(mﬂmhs) 295 00057 219 355 0.0002 242 The results of this randomized study support the use of paclitaxel at doses o ] AC " - median (months) 17 105 REACTIONS section in tabular (TABLES 10 and 16) and narrative form. In treatment, d;F/)sypnea requiring bronchodilators, angioeé/gmay or gene$a|izeg Information for Patients : Cyc\ophos(pr{_amide ©) % cisplatin (c) dose in mg/m?.
N,H Dt rtio (HR): - 0.64 of 135 to 175 mg/m?, administered by a 3-hour intravenous infusion. The 5 ~ea |- p-value 0.321 this immunosuppressed patient population, however, a lower dose intensity urticaria require immediate discontinuation of paclitaxel and aggressive (see Patient Information Leaflet) . p<<1g.ﬂn(smboy/;:;gernetﬁacmtesrt,r w
= - 95% CI° 0.58 10 0.91 0.50 10 0.81 same doses administered by 24-hour infusion were more toxic. However, 0 0.6 1 Ny ) ) ) - - of paclitaxel and supportive therapy including hematopoietic growth factors symptomatic therapy. Patients who have developed severe hypersensitivity : : ,000/mm? in the Intergroup study.
= : S : : 5 . h ; 2 " h N ) . > | <12 g/dL in the Intergroup study.
H — - o — - —— - > the study had insufficient power to determine whether a particular dose and Yl My The adverse event profile of the patients who received single-agent Paclitaxel in patients with severe neutropenia are recommended. Patients with AIDS- reactions should not be rechallenged with paclitaxel ADVERSE REACTIONS o All patlents received premedication
; nianﬁﬂtnagx%‘ﬁ.“esn?s‘”w"&%/ﬂeﬁigﬂ”rﬁlﬂ? ﬂi’s'ea;?é‘ élzwl;nurs; cyclophosphamide andcisplain doses n m/m schedule produced superior efficacy. e 1 T Injezl:tlgn, UISF?’ mff‘.ihet Pfhasesi,zs tuc:y v»{a? cotnsgste? (t) V\?th thIatt sgen f‘lqr: e related Kaposi's sarcoma may have more severe hematologic toxicities than Cardi 1 l Pooled Analysis of Adverse Event Experiences from Single-Agent " Inthe GOG-111 S’“dg neurotoxiciy was collected as peri and in the
P only. g A AC AC+T pooled analysis of data from 812 patients treated in 10 clinical studies. These atients with solid tumors. ardiovascular € - tudy, neurotoxicity was collected as eith Ty Symp "
¢ Unstratified for the Intergroup Study, Stratified for Study GOG-111. Breast Carcinoma % 0.4 N 533 522 adverse events and adverse events from the Phase 3 breast carcinoma study p Hypotension, bradycardia, and hypertension have been observed during Studies t gé‘vey,e"eev”e'rﬂgxa'fe"%e”?’iﬁﬁfgse;?eaif E‘mé’er 11l toxicity. o Y
TABLE 2B. EFFICACY IN THE PHASE 3 FIRST-LINE Adjuvant Therapy = 2% 7| Mo events 192 139 are described in the ADVERSE REACTIONS section in tabular (TABLES 10 INDICATIONS AND USAGE administration of paclitaxel, but génerally do not require treatment. Occa- Data in the following table are based on the experience of 812 patients NC Not Collected.
OVARIAN CARCINOMA INTERGROUP STUDY A Phase 3 Intergroup study (Cancer and Leukemia Group B [CALGB s {|HR 068 and 14) and narrative form. Paclitaxel Injection, USP is indicated as subsequent therapy for the treatment of sionally paclitaxel infusions must be interrupted or discontinued because of (493 with ovarian carcinoma and 319 with breast carcinoma) enrolled in Second-Line Oval
FRESENIUS " . Eastern Coo er%tivé)Oncoylo( Group [ECOG], North antrall Cance!f- @) (95% Cly (0.55-0.85) Non-Small Cell Lung Carcinoma (NSCLC) dvanced Jr inoma of the ovary. As first-lin ?h rapy. P p?i/t I Iniection, USP initial or recurrent hypertension. Frequent vital sign monitoring, particularly 10 studies who received single-agent paclitaxel injection. Two hundred and a : ) . o
T75/3 €750 p ay pl l aavanced carcinoma o the ovary. /i Is'-ine therapy, Faciitaxet injection, i i i i i i i venty-five patients were treated in 8, Phase 2 studies with litaxel d For the 403 patients who received single-agent paclitaxel injection in the
KABI ¢75 ¢75 Treatment Group [NCCTG], and Southwest Oncology Group [SWOG]) a 02 A In a Phase 3 open-label randomized study conducted by the ECOG is indicated in combination with cisplatin. during the first hour of paclitaxel infusion, is recommended. Continuous B e e e 0 i o o e o Phiso 8 sontrg e i core o o Tl oume e showe the
(n=342) (n=338) randomized 3,170 patients with node-positive breast carcinoma to adjuvant o] Number at Risk 599 patients were randomized to either paclitaxel (T) 135 mg/m? as a i o o ) cardiac monitoring is not required except for patients with serious conduc- ranging from to ) mg/m? administered over ours (in 4 of these Phe 0 i vari i udy, wing W
_ ) . ) ) B + Clinical Response® (1=162) n=167) therapy with paclitaxel or to no further chemotherapy following 4 courses E 1 Ac+T 469 259 106 4 24-hour infusion in combination with cisplatin (o) 75 ma/me, paditaxel (T Paclitaxel Injection, USP is indicated for the adjuvant treatment of node- tion abnormalities (see WARNINGS). When paclitaxel is used in combination STU(?'ES, G-CSF was admlnlstcjz(edr?s hegato.pogtrl"%sup%on). Three hundred incidence of important adverse events.
Paclitaxel, USP is a white to off-white powder with the empirical formula - rate (percent) 59 45 of doxorubicin and cyclophosphamide (AC). This multicenter trial was AC 440 242 90 4 5 g Diflanion A pladl A ., % positive breast cancer administered sequentially to standard doxorubicin- with doxorubicin for treatment of metastatic breast cancer, monitoring of and one patients were treated in the randomized Phase 3 ovarian carcinoma TABLE 12. FREQUENCY? OF IMPORTANT ADVERSE EVENTS IN THE
C.HeNO ) Lt A ) ! 250 mg/m? as a 24-hour infusion in combination with cisplatin (c) 75 mg/m study which compared 2 doses (135 or 175 mg/m?) and 2 schedules (3 or
47H51NO14 and a molecular weight of 853.9. It is insoluble in water, soluble - p-value® 0.014 conducted in women with histologically positive lymph nodes following 0 > " " 2 containing combination chemotherapy. In the clinical trial, there was an cardiac function is recommended (see ADVERSE REACTIONS). y P 9 PHASE 3 SECOND-LINE OVARIAN CARCINOMA STUDY
h o o h : h T T T T with G-CSF support, or cisplatin (c) 75 mg/m? on day 1, followed by : Al i 24 hours) of paclitaxel
in alcohol and melts at around 212°C to 217°C. . Ti " either a mastectomy or segmental mastectomy and nodal dissections. . 3 overall favorable effect on disease-free and overall survival in the total p .
Time to Progression i C y 1 y i : ¢ etoposide (VP) 100 mg/m? on days 1, 2, and 3 (control). Response rates, population of patients with receptor-positive and receptor-negative tumors Nervous System . . . . . . Percent of Patients
CLINICAL PHARMACOLOGY - median (months) 15.3 115 The 3 x 2 factorial study was designed to assess the efficacy and safety of 0 1 2 3 4 median time to progression, median survival, and 1-year survival rates are ) C | ors, ) . Two hundred and thirty-six patients with breast carcinoma received
Paclitaxel is a novel antimicrotubule agent that promotes the assembly of - p-value® 0.0005 3 different dose levels of doxorubicin (A) and to evaluate the effect of the given in the following table. The reported p-values have not been adjusted but the benefit has been specifically demonstrated by available data (median Although the occurrence of peripheral neuropathy is frequent, the develop- paclitaxel (135 or 175 mg/m?) administered over 3 hours in a controlled 175/3 175/240 135/3° 135/24°
. P gent. pr Y - hazard ratio (HR)° 0.74 addition of paclitaxel administered following the completion of AC therapy. YEARS ’ > : o A 18] follow-up 30 months) only in the patients with estrogen and progesterone ment of severe symptomatology is unusual and requires a dose reduction stud (n=95) (n=105) (n=98) (n=105)
microtubules from tubulin dimers and stabilizes microtubules by preventing - 95% Cl° 0.63100.88 After stratification for the number of positive lymph nodes (1 to 3, 4 to 9. or for multiple comparisons. There were statistically significant differences receptor-negative tumors (see CLINICAL STUDIES, Breast Carcinoma) of 20% for all subsequent courses of paclitaxel y. FrmTa—
depolymerization. This stability results in the inhibition of the normal dynamic R - . ! A o9 1 favoring each of the paclitaxel plus cisplatin arms for response rate and ’ : ° : *
reorganization of the microtubule network that is essential for vital interphase ; rﬁ;‘éf;‘,{a('momhs) 56 59 10+), patients were randomized to receive cyclophosphamide at a dose Figure 6. Discase-Free Survival: time to tumor progression. There was no statistically significant difference Paclitaxel Injection, USP is indicated for the treatment of breast cancer after Paclitaxel contains dehydrated alcohol USP, 396 mg/mL; consideration TABSLCI)EL18'I'Slljjl\'l\lnomléﬁgiigzICI?\I‘(EESISI\IEGEL\IIEEEEEI\I# ;ﬁ.éIE#X)S(EVIYITH Neutropenia ~ <2,000/mm® 78 98 78 98
and mitotic cellular functions. In addition, paclitaxel induces abnormal arrays  p-valuge : 0.0016 ’ of 600 mg/m? and doxorubicin at doses of either 60 mg/m? (on day 1), Rece! tgr Status Positive AC Versus AC+T in survival between either paclitaxel plus cisplatin ‘arm and the cisplatin failure of combination chemotherapy for metastatic disease or relapse within should be given to possible CNS and other effects of alcohol (see PRECAU- & <500/mm? 27 75 14 67
or “bundles” of microtubules throughout the cell cycle and multiple asters - hazard ratio (HR)® 0.73 35 mg/m d(ln 21le|%9§ d_?rs]es onhdlayst'1 én(g}szlg or 90 g‘g/rg (in 2ﬂd""d9d P plus etoposide arm. 6 months of adjuvant chemotherapy. Prior therapy should have included an TIONS, Pediatric Use). Percent of Patients -Thrombocytopenia <100,000/miy? 4 18 8 6
451224E/Revised: November 2018 of microtubules during mitosis. ’ssr’f’f‘c‘ - R i g 0‘6? ‘°h°‘8?1 T every 3 weeks for 4 coUrses and either paciitaxel 178 m/me O Onaxacin) 1 - TABLE 6: EFFICACY PARAMETERS IN THE PHASE 3 anthracycline unless cliically contraindicated. Hepatic (n=812) - i??g?:(mm " - o o
Following intravenous administration of paclitaxel, pacitaxel plasma concen- 7 Pacitaxel dose in mg/m?/infusion duration in hours; cyclophosphamide and cisplatin doses in mg sion every 3 weeks for 4 additional courses or no additional chemotherapy. Ly FIRST-LINE NSCLC STUDY Paclitaxel Injection, USP, in combination with cisplatin, is indicated for the There is limited evidence that the myelotoxicity of paciitaxel may be exac- * Bone Marrow ) <8 g i 12 6 10
trations declined in a biphasic manner. The initial rapid decline represents LnA'mong patients with measurable disease only Patients whose tumors were positive were to receive subsequent tamoxifen L 4 AC+T T19%5 _acitt J g > platin, Is re is limited eviden myelotoxicity of pacli may X )
auens A L P P . C ve w 4 e /24 T250/24 VP100? first-line treatment of non-small cell lung cancer in patients who are not erbated in patients with serum total bilirubin >2 times ULN (see CLINICAL - Infections 26 29 20 18
distribution to the peripheral compartment and elimination of the drug. The ¢ Unstratified. treatment (20 mg daily for 5 years); patients who received segmental mastec- E AC - ¢ 3 75 candidates for potentially curative surgery and/or radiation therapy. PHARMACOLOGY). Extreme caution should be exercised when adminis- - Neutropenia < 2,000/mm® 0 — —
later phase is due, in part, to a relatively slow efflux of paclitaxel from the tomies prior to study were to receive breast irradiation after recovery from 0.8 A (n=198) (n=201) (n=200) B . : h H ; « Hypersensitivity Reaction!
erioheral compartment Figure 1. Survival: Cc Versus Tc (Intergroup) i w . - - " tering paclitaxel to such patients, with dose reduction as recommended in < 500/mm? 52 Al M 45 38 45
. R perip P - g . d group, treatment-related toxicities. 0 « Response Paclitaxel Injection, USP is indicated for the second-line treatment of AIDS- DOSAGE AND ADMINISTRATION, TABLE 17. ~ Severet o 0 D h
| n eC'n O n U S P Pharmacokinetic parameters of paclitaxel following 3- and 24-hour infusions 1. At the time of the current analysis, median follow-up was 30.1 months. < ) - rate (percent) 25 23 12 related Kaposi's sarcoma. Injection Site Reaction - Leukopenia < 4,000/mm? 90 ~ Periphoral Nemopathy
y of paclitaxel at dose levels of 135 and 175 mg/m? were determined in a [0} Ce Te Of the 2,066 patients who were hormone receptor positive, 93% received LU 0.6 A - p-value® 0.001 <0.001 CONTRAINDICATIONS S . ) ) ) ) < 1,000/mm? 17 - Any symptoms 63 60 55 42
Phase 3 randomized study in ovarian cancer patients and are summarized =4 R N 338 342 tamoxifen. The primary analyses of disease-free survival and overall survival w U « Time to Progression Injection site reactions, including reactions secondary to extravasation, were ’ - Severe symptoms? 1 2 0 0
in the following table: S 08 No.events 220 183 used multivariate Cox models, which included paclitaxel administration, [a] | - median (months) 43 49 27 Paclitaxel is contraindicated in patients who have a history of hypersensitivity usually mild and consisted of erythema, tenderness, skin discoloration, or - Thrombocytopenia < 100,000/mm? 20 « Mucositis
TABLE 1. SUMMARY OF PHARMACOKINETIC PARAMETERS = HR{95% Gy 0.73(0.80-0.389 doxorubicin dose, number of positive lymph nodes, tumor size, menopausal = AC AC+T | - pvae® 0.05 0.004 reactions to paclitaxel or other drugs formulated in polyoxyl 35 castor oil. swelling at the injection site. These reactions have been observed more \ ~ Any symptoms 17 35 2 2%
. - % B status, and estrogen receptor status as factors. Based on the model for O 04 N 1018 1048 ~Survival - * . . i . . frequently with the 24-hour infusion than with the 3-hour infusion. Recurrence < 50,000/mm 7 - Severe symptoms? 0 3 0 2
MEAN VALUES S disease-free survival, patients receiving AC followed by paclitaxel had a = U89 INo events 149 144 urviva Paclitaxel should not be used in patients with solid tumors who have base- of skin reactions at a site of previous extravasation following administration ) :
0 0.6 > sur & " ! 3 h : B athrdaan ,, - Anemia <11gdl 78 Based on worst course analysis.
Dose Infusion N c AUC T-HALF cL = \.“':~¥ 22% reduction in the risk of disease recurrence compared to patients E HR 0.92 - median (months) 93 10 74 line neutrophil counts of <1,500 cells/mm? or in patients with AIDS-reIgted of paclitaxel at a different site, i.e., “recall”, has been reported. b Paclitaxel dose in mg/m?/infusion duration in hours.
[ ! max . - T | Te randomized to AC alone (Hazard Ratio [HR]=0.78, 95% Cl, 0.67 to 0.91, 1 N - p-value® 0.12 0.08 Kaposi’s sarcoma with baseline neutrophil counts of <1,000 cells/mm3. . e i ; . ot L 1 © All patients received premedication.
(mg/m?) | Duration | (patients) | (ng/mL) | (ng h/mi.) (h) (L/h/m2) (@] . v p=0.0022). They also had a 26% reduction in the risk of death (HR=0.74, 95% O {95% CI) {0.73-1.16) Tvear Sarvival More severe events such as phlebitis, cellulitis, induration, skin exfoliation, <8 g/ 6  Severe events are defined as at least Grade Il toxcity.
E 0.4 1 \\ Cl, 0.60 to 0.92, p=0.0065). For disease-free survival and overall survival % 0.2 1 t of patient 36 40 32 WARNINGS necrosis, and fibrosis have been reported. In some cases, the onset of the Infections 30
’ N — 0 e M7 et - ! ] . i |- percent of patients injection site reaction either occurred during a prolonged infusion or was B i i
135 24 2 195 6,300 52.7 217 8 1 . gh\ga\\’l’une; VFV%?J g%tsagJ::éeg {gg:g;glr:n ﬁ]f;aggseesb :‘(gop:(%r:d\g%ienrhﬁuﬁleersﬂ?;g [re JacsT 1002 2‘1“ ;n bor at HIS';% 17 : E\uposided (VP) 10|D mg/m? s administered IV on days 1, 2, and 3. Anaphylaxis and severe hypersensitivity reactions characterized by dyspnea delayed by a week to 10 days. - Bleeding 14 aﬂéﬁg)?g'gr;?fgﬁi?]:ﬁs'lghoesge?/%(ljozcmh:gr J)? é:lvaé?ed Hyggrégi;‘twietf?elgggfr%
. een ) " . fy X f Py . . i i, X X . i X i . " .
175 24 4 365 7,993 157 | 238 Q 0.2 Number at Risk 60 mg/m? had no seffect on either i onceroe are ahown in FIGURE 3 o 0 AC 961 577 231 6 Lo 0 bl Vgl ggﬁah%g\?éeggé%':r;%qmrg‘?Otaiztgfeggtizg?s'orz‘é:wiaﬁ gagg C%te;xeel]ailrl'lziﬁ Lt A specific treatment for extravasation reactions is unknown at this time. Given  Red el Transfusions ” (HSRs) was rare,t1 d% of the ptients an# 0.12% of t?e riﬁuraessRove';au: Terel
a T 292 219 122 [} survival or overall survival. T T T T In the ECOG study, the Functional Assessment of Cancer Therapy-Lung : . 7 - d ot the possibility of extravasation, it is advisable to closely monitor the infusion was no apparent dose or schedule efiect seen for the S. Peripheral
135 3 7 2,170 7,952 13.1 17.7 1 CCC 266 178 91 2 Figure 3. Disease-Free Survival: AC Versus AC-+T (FACT-L) questionnaire had 7 subscales that measured subjective assess- g;at'ii}qffﬁorﬁﬁftt')%nsrg{ar\éztgﬁcﬂ{ﬁ%é%ﬁ%i?gﬁéigfsgﬁgﬁeh'}?fja'ﬁﬁﬂg"éﬁg site for possible infiltration during drug administration.  Platelet Transfusions 2 neuropathy was clearly dose related, but schedule did not appear to affect
0 9 - : 0 1 2 3 4 ment of treatment. Of the 7, the Lung Cancer Specific Symptoms subscale ) , mine, - . ) f o the incidence.
175 3 5 3650 15.007 20.2 12.2 T T T T 1 K ) f - H, antagonists (see DOSAGE AND ADMINISTRATION). Patients who Carcinogenesis, Mutagenesis, Impairment of Fertility . itivi ionb )
’ i : : favored the paclitaxel 135 mg/m?/24 hour plus cisplatin arm compared to i e ; B Hypersensitivity Reaction Ad t Breast
c Maxi | ati 0 1 2 3 4 5 11 YEARS the cisplatin/etoposide arm. For all other factors, there was no difference expﬁrlllence gev_ttet:ethhygersensmwty reactions to paclitaxel should not be The carcinogenic potential of paclitaxel has not been studied juvant Sreas
max = Maximum plasma concentration YEARS w in the treatment groups. ' rechallenged with the drug. ‘ - Al 4 For the Phase 3 adjuvant breast carcinoma study, the following table shows
AUC (o) = Area under the plasma concentration-time curve from time 0 to infinity L : . —_— groups. . L i . Paclitaxel has been shown to be clastogenic in vitro (chromosome aber- the incidence of important severe adverse events for the 3,121 patients
CLy = Total body clearance ) . fr 0.8 1 ACaT PF|gure 7. D'se"’;s:éF"}ee S”’)’\'éal'.r The adverse event profile for patients who received paclitaxel in combination Bone marrow suppression (primarily neutropenia) is dose-dependent and is rations in human lymphocytes) and in vivo (micronucleus test in mice). - Severe! 2 (tota;I plopulation)lwlgo ot svalLabls for saf;’ty as well as for a gprmljp of
Figure 2. Survival: Cc Versus Tc (GOG-111) w @ -~ remenopausa ersus AC+ with cisplatin in this study was generally consistent with that seen for the the dose-limiting toxicity. Neutrophil nadirs occurred at a median of 11 days. Paclitaxel was not mutagenic in the Ames test or the CHO/HGPRT gene - 325 patients (early population) who, per the study protocol, were monitored
It appeared that with the 24-hour infusion of paclitaxel, a 30% increase in 1. @D AC R, pooled analysis of data from 812 patients treated with single-agent paclitaxel Paclitaxel should not be administered to patients with baseline neutrophil mutation assay. *+ Cardiovascular more intensively than other patients '
dose (135 mg/m? vs 175 mg/m?) increased the Cpnay by 87%, whereas the 10} "“"ﬁ:‘\H Ce Te. < T o] in 10 clinical studies. These adverse events and adverse events from the counts of less than 1,500 cells/mm? (<1,000 cells/mm? for patients with KS). o ' ) ) ) R - Vital Sign Changes® Y P :
AUC (q.., remained proportional. However, with a 3-hour infusion, for a 30% > 1 s N 214 196 & 0.6 A w Phase 3 first-line NSCLC study are described in the ADVERSE REACTIONS Frequent monitoring of blood counts should be instituted during paclitaxel Administration of paclitaxel prior to and during mating produced impair- TABLE 13. FREQUENCY? OF IMPORTANT SEVERE® ADVERSE
increg]éz) in dose. the Coor and AUG o v I easad by Be% o 89% £ 08 \\\»\_\L No. events 162 114 3 AC AC+T o section in tabular (TABLES 10 and 15) and narrative form treatment. Patients should not be re-treated with subsequent cyc}es o; Ts{%/afg;ggglt{agoma&eozalr}ﬁefec;gﬁlyerrnaat:ir?]tucrir??:goﬁ;a;r:ge%r Elrj?r?;f égzg - Bradycardia (n=537) 3 EVENTS IN THE PHASE 3 ADJUVANT BREAST CARCINOMA STUDY
i ' e istributi ith = U.8 S o N 1551 1570 ’ aclitaxel until neutrophils recover to a level >1,500 cells/mm . -
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normal bilirubin, plasma paclitaxel exposure in patients with abnormal serum
bilirubin <2 times upper limit of normal (ULN) administered 175 mg/m?
was increased, but with no apparent increase in the frequency or severity
of toxicity. In 5 patients with serum total bilirubin >2 times ULN, there was
a statistically nonsignificant higher incidence of severe myelosuppression,

The Phase 3 study had a bifactorial design and compared the efficacy and
safety of paclitaxel, administered at 2 different doses (135 or 175 mg/m?)
and schedules (3- or 24-hour infusion). The overall response rate for the
407 patients was 16.2% (95% ClI, 12.8 to 20.2%), with 6 complete and
60 partial responses. Duration of response, measured from the first day

nodes, tumor size, hormone receptor status, and menopausal status. Such
analyses must be interpreted with care, as the most secure finding is the
overall study result. In general, a reduction in hazard similar to the overall
reduction was seen with paclitaxel for both disease-free and overall survival
in all of the larger subsets with one exception; patients with receptor-positive

The adverse event profile for the patients who received paclitaxel subsequent
to AC was consistent with that seen in the pooled analysis of data from
812 patients (TABLE 10) treated with single-agent paclitaxel in 10 clinical
studies. These adverse events are described in the ADVERSE REACTIONS
section in tabular (TABLES 10 and 13) and narrative form.

Although the planned dose intensity in the 2 studies was slightly different
(45 mg/m?/week in Study CA139-174 and 50 mg/m?/week in Study CA139-
281), delivered dose intensity was 38 to 39 mg/m?/week in both studies,
with a similar range (20 to 24 to 51 to 61).

Drug Interactions

In a Phase | trial using escalating doses of paclitaxel (110 to 200 mg/m?) and
cisplatin (50 or 75 mg/m?) given as sequential infusions, myelosuppression
was more profound when paclitaxel was given after cisplatin than with the

2 clinical studies in NSCLC, the elderly patients treated with paclitaxel had
a higher incidence of cardiovascular events. Estimates of efficacy appeared
similar in elderly patients and in younger patients; however, comparative
efficacy cannot be determined with confidence due to the small number of
elderly patients studied. In a study of first-line treatment of ovarian cancer,

None of the observed toxicities were clearly influenced by age.
Disease-Specific Adverse Event Experiences

First-Line Ovary in Combination

3%), and more Grade lll/IV hyperglycemia (3% vs 1%). During the additional
4 courses of treatment with paclitaxel, 2 deaths (0.1%) were attributed to
treatment. During paclitaxel treatment, Grade IV neutropenia was reported
for 156% of patients, Grade II/Ill neurosensory toxicity for 15%, Grade Il/1ll
myalgias for 23%, and alopecia for 46%.



The incidences of severe hematologic toxicities, infections, mucositis, and
cardiovascular events increased with higher doses of doxorubicin.

TABLE 16. FREQUENCY? OF IMPORTANT ADVERSE EVENTS IN THE
AIDS -RELATED KAPOSI'S SARCOMA STUDIES (Cont’d.)

Breast Cancer After Failure of Initial Chemotherapy Percent of Patients
For the 458 patients who received single-agent paclitaxel in the Phase 3 Study CA139-174 Study CA139-281
breast carcinoma study, the following table shows the incidence of impor- Paca"wﬁhfz%?" q P“'““"]LL“%?” 2wk
tant adverse events by treatment arm (each arm was administered by a
3-hour infusion). « Cardiovascular
TABLE 14: FREQUENCY? OF IMPORTANT ADVERSE EVENTS - Hypotension 17 9
IN THE PHASE 3 STUDY OF BREAST CANCER AFTER FAILURE OF - Bradycardia 3 _
INITIAL CHEMOTHERAPY OR WITHIN 6 MONTHS OF
ADJUVANT CHEMOTHERAPY « Peripheral Neuropathy
Percent of Patients - Any 79 46
175/3 135/3" - Severet 10 2
(n=229) (n=229) — -
« Bone Marrow A % "
- Neutropenia < 2,000/mm? 90 81 - Ay
< 500/mm? 2 19 - Severe! “ 16
- Thrombocytopenia < 100,000/mm?3 1 7 * Gastrointestinal
< 50,000/mm? 3 2 - Nausea and Vomiting 69 70
- Anemia <11 g/dL 55 47 - Diarrhea 90 73
<8gdl 4 2 - Mucositis 45 20
- Infections 2 15 « Renal (creatinine elevation)
- Febrile Neutropenia 2 2
p— - - Any 34 18
« Hypersensitivity Reaction® N
-All 36 31 - Severe 7 5
- Severet 0 <1 « Discontinuation for drug toxicity 7 16
« Peripheral N th 2 Based on worst course analysis.
eripheral Nouropatny b Paclitaxel dose in mg/m?/infusion duration in hours.
- Any symptoms 70 46 © All patients received premedication.
- Severe t 7 3 T Severe events are defined as at least Grade Ill toxicity.
* Mucositis .
- Any symptoms 23 17 Adverse Event Experiences by Body System
- Severe ! 3 <1 The following discussion refers to the overall safety database of 812 patients
#Based on worst course analysis. o with solid tumors treated with single-agent paclitaxel in clinical studies.
‘;Kﬁc|l;g)éiltgeggelif‘}ergg/gmgé?csalggndeﬂ“Uﬂ in hours. Toxicities that occurred with greater severity or frequency in previously
t Sev%re events are de?ined as at least Grade Il toxicity. untreated patients with ovarian carcinoma or NSCLC who received paclitaxel

Myelosuppression and peripheral neuropathy were dose related. There
was one severe hypersensitivity reaction (HSR) observed at the dose of
135 mg/m?2.

First-Line NSCLC in Combination

In the study conducted by the Eastern Cooperative Oncology Group
(ECOG), patients were randomized to either paclitaxel (T) 135 mg/m? as a
24-hour infusion in combination with cisplatin (c) 75 mg/m?, paclitaxel (Tg
250 mg/m? as a 24-hour infusion in combination with cisplatin (c) 75 mg/m
with G-CSF support, or cisplatin (c) 75 mg/m?on day 1, followed by etopo-
side (VP) 100 mg/m? on days 1, 2, and 3 (control).

The following table shows the incidence of important adverse events.

TABLE 15. FREQUENCY? OF IMPORTANT ADVERSE EVENTS
IN THE PHASE 3 STUDY FOR FIRST-LINE NSCLC

Percent of Patients
T135/24" T250/24¢ VP100¢
¢75 c75 c75
(n=195) (n=197) (n=196)
« Bone Marrow
- Neutropenia < 2,000/mm?® 89 86 84
< 500/mm? 74° 65 55
- Thrombocytopenia < normal 48 68 62
< 50,000/mm?3 6 12 16
- Anemia < normal 94 96 95
< 8g/dL 22 19 28
- Infections 38 31 35
« Hypersensitivity Reaction’
- Al 16 27 13
- Severe’ 1 4¢ 1
« Arthralgia/Myalgia
- Any symptoms 21¢ 42¢ 9
- Severe symptoms' 3 11 1
 Nausea/Vomiting
- Any symptoms 85 87 81
- Severe symptoms’ 27 29 22
* Mucositis
- Any symptoms 18 28 16
- Severe symptoms' 1 4
+ Neuromotor Toxicity
- Any symptoms 37 47 44
- Severe symptoms’ 6 12 7
« Neurosensory Toxicity
- Any symptoms 48 61 25
- Severe symptoms! 13 28¢ 8
« Cardiovascular Events
- Any symptoms 33 39 24
- Severe symptoms’ 13 12 8
2 Based on worst course analysis.
b Paclitaxel (T) dose in mg/m?infusion duration in hours; cisplatin (c) dose in mg/m2.
¢ Paclitaxel dose in mg/m?/infusion duration in hours with G-CSF support; cisplatin dose in mg/m?
: Et<0poswde (VP) dose in mg/m? was administered IV on days 1, 2, and 3; cisplatin dose in mg/m?.
Al péﬁeﬁls received premedication.
1 Severe events are defined as at least Grade Ill toxicity.

Toxicity was generally more severe in the high-dose paclitaxel treatment arm
(T250/c75) than in the low-dose paclitaxel arm (T135/c75). Compared to the
cisplatin/etoposide arm, patients in the low-dose paclitaxel arm experienced
more arthralgia/myalgia of any grade and more severe neutropenia. The
incidence of febrile neutropenia was not reported in this study.

Kaposi’s Sarcoma
The following table shows the frequency of important adverse events in the
85 patients with KS treated with 2 different single-agent paclitaxel regimens.

TABLE 16. FREQUENCY? OF IMPORTANT ADVERSE EVENTS IN THE
AIDS -RELATED KAPOSI'S SARCOMA STUDIES

Percent of Patients
Study CA139-174 Study CA139-281
Paclitaxel 135/3" q | Paclitaxel 100/3 q 2 wk
3wk (n=29) (n=56)
 Bone Marrow
- Neutropenia < 2,000/mm? 100 95
< 500/mm? 76 35
- Thrombocytopenia < 100,000/mm? 52 27
< 50,000/mm? 17 5
- Anemia <11 g/dl 86 73
< 8g/dL 34 25
- Febrile Neutropenia 55 9
+ Opportunistic Infection
- Any 76 54
- Cytomegalovirus 45 27
- Herpes Simplex 38 1"
- Pneumocystis carinii 14 21
- M. avium intracellulare 24 4
- Candidiasis, esophageal 7 9
- Cryptosporidiosis 7 7
- Cryptococcal meningitis 3 2
- Leukoencephalopathy - 2
« Hypersensitivity Reaction®
- Al 14 9

in combination with cisplatin or in patients with breast cancer who received
paclitaxel after doxorubicin/cyclophosphamide in the adjuvant setting and
that occurred with a difference that was clinically significant in these popula-
tions are also described.

The frequency and severity of important adverse events for the Phase 3
ovarian carcinoma, breast carcinoma, NSCLC, and the Phase 2 Kaposi’s
sarcoma carcinoma studies are presented above in tabular form by treat-
ment arm. In addition, rare events have been reported from postmarketing
experience or from other clinical studies. The frequency and severity of
adverse events have been generally similar for patients receiving paclitaxel
for the treatment of ovarian, breast, or lung carcinoma or Kaposi’s sarcoma,
but patients with AIDS-related Kaposi’s sarcoma may have more frequent
and severe hematologic toxicity, infections (including opportunistic infec-
tions, see TABLE 16), and febrile neutropenia. These patients require a lower
dose intensity and supportive care (see CLINICAL STUDIES, AIDS-Related
Kaposi’s Sarcoma). Toxicities that were observed only in or were noted to
have occurred with greater severity in the population with Kaposi’s sarcoma
and that occurred with a difference that was clinically significant in this popu-
lation are described. Elevated liver function tests and renal toxicity have a
higher incidence in KS patients as compared to patients with solid tumors.

Hematologic

Bone marrow suppression was the major dose-limiting toxicity of paclitaxel.
Neutropenia, the most important hematologic toxicity, was dose and
schedule dependent and was generally rapidly reversible. Among patients
treated in the Phase 3 second line ovarian study with a 3- hour infusion,
neutrophil counts declined below 500 cells/mm? in 14% of the patients
treated with a dose of 135 mg/m? compared to 27% at a dose of 175 mg/m?
(p=0.05). In the same study, severe neutropenia (<500 cells/mm?3) was
more frequent with the 24-hour than with the 3-hour infusion; infusion dura-
tion had a greater impact on myelosuppression than dose. Neutropenia
did not appear to increase with cumulative exposure and did not appear
to be more frequent nor more severe for patients previously treated with
radiation therapy.

In the study where paclitaxel was administered to patients with ovarian
carcinoma at a dose of 135 mg/m?/24 hours in combination with cisplatin
versus the control arm of cyclophosphamide plus cisplatin, the incidences of
grade IV neutropenia and of febrile neutropenia were significantly greater in
the paclitaxel plus cisplatin arm than in the control arm. Grade IV neutropenia
occurred in 81% on the paclitaxel plus cisplatin arm versus 58% on the cyclo-
phosphamide plus cisplatin arm, and febrile neutropenia occurred in 15%
and 4% respectively. On the paclitaxel/cisplatin arm, there were 35/1,074 (3%)
courses with fever in which Grade IV neutropenia was reported at some time
during the course. When paclitaxel followed by cisplatin was administered
to patients with advanced NSCLC in the ECOG study, the incidences of
Grade IV neutropenia were 74% (paclitaxel 135 mg/m?2/24 hours followed by
cisplatin) and 65% (paclitaxel 250 mg/m?/24 hours followed by cisplatin and
G-CSF) compared with 55% in patients who received cisplatin/etoposide.

Fever was frequent (12% of all treatment courses). Infectious episodes
occurred in 30% of all patients and 9% of all courses; these episodes
were fatal in 1% of all patients, and included sepsis, pneumonia and
peritonitis. In the Phase 3 second-line ovarian study, infectious episodes
were reported in 20% and 26% of the patients treated with a dose of
135 mg/m? or 175 mg/m? given as a 3-hour infusions respectively. Urinary
tract infections and upper respiratory tract infections were the most
frequently reported infectious complications. In the immunosuppressed
patient population with advanced HIV disease and poor-risk AIDS-related
Kaposi’s sarcoma, 61% of the patients reported at least one opportunistic
infection (see CLINICAL STUDIES, AIDS-Related Kaposi’'s Sarcoma).
The use of supportive therapy, including G-CSF, is recommended for
patients who have experienced severe neutropenia (see DOSAGE AND
ADMINISTRATION).

Thrombocytopenia was reported. Twenty percent of the patients experi-
enced a drop in their platelet count below 100,000 cells/mm? at least once
while on treatment; 7% had a platelet count <50,000 cells/mm? at the time of
their worst nadir. Bleeding episodes were reported in 4% of all courses and
by 14% of all patients but most of the hemorrhagic episodes were localized
and the frequency of these events was unrelated to the paclitaxel dose and
schedule. In the Phase 3 second-line ovarian study, bleeding episodes were
reported in 10% of the patients; no patients treated with the 3- hour infusion
received platelet transfusions. In the adjuvant breast carcinoma trial, the
incidence of severe thrombocytopenia and platelet transfusions increased
with higher doses of doxorubicin.

Anemia (Hb <11 g/dL) was observed in 78% of all patients and was severe
(Hb <8 g/dL) in 16% of the cases. No consistent relationship between dose
or schedule and the frequency of anemia was observed. Among all patients
with normal baseline hemoglobin, 69% became anemic on study but only
7% had severe anemia. Red cell transfusions were required in 25% of all
hemoglobin, 69% became anemic on study but only 7% had severe anemia.
Red cell transfusions were required in 25% of all patients and in 12% of those
with normal baseline hemoglobin levels.

Hypersensitivity Reactions (HSRs)

All patients received premedication prior to paclitaxel administration (see
WARNINGS and PRECAUTIONS: Hypersensitivity Reactions). The
frequency and severity of HSRs were not affected by the dose or schedule
of paclitaxel administration. In the Phase 3 second-line ovarian study, the
3-hour infusion was not associated with a greater increase in HSRs when
compared to the 24-hour infusion. Hypersensitivity reactions were observed
in 20% of all courses and in 41% of all patients. These reactions were severe
in less than 2% of the patients and 1% of the courses. No severe reactions
were observed after course 3 and severe symptoms occurred generally
within the first hour of paclitaxel infusion. The most frequent symptoms
observed during these severe reactions were dyspnea, flushing, chest pain,
and tachycardia. Abdominal pain, pain in the extremities, diaphoresis, and
hypertension were also noted.

The minor hypersensitivity reactions consisted mostly of flushing (28%),
rash (12%), hypotension (4%), dyspnea (2%), tachycardia (2%), and hype-
rtension (1%). The frequency of hypersensitivity reactions remained relatively
stable during the entire treatment period.

Chills, shock, and back pain in association with hypersensitivity reactions
have been reported.

Cardiovascular

Hypotension, during the first 3 hours of infusion, occurred in 12% of all
patients and 3% of all courses administered. Bradycardia, during the first
3 hours of infusion, occurred in 3% of all patients and 1% of all courses. In the
Phase 3 second-line ovarian study, neither dose nor schedule had an effect
on the frequency of hypotension and bradycardia. These vital sign changes
most often caused no symptoms and required neither specific therapy nor
treatment discontinuation. The frequency of hypotension and bradycardia
were not influenced by prior anthracycline therapy.

Significant cardiovascular events possibly related to single-agent
paclitaxel occurred in approximately 1% of all patients. These events
included syncope, rhythm abnormalities, hypertension, and venous
thrombosis. One of the patients with syncope treated with paclitaxel at
175 mg/m? over 24 hours had progressive hypotension and died. The
arrhythmias included asymptomatic ventricular tachycardia, bigeminy and
complete AV block requiring pacemaker placement. Among patients with
NSCLC treated with paclitaxel in combination with cisplatin in the Phase 3
study, significant cardiovascular events occurred in 12 to 13%. This apparent
increase in cardiovascular events is possibly due to an increase in cardio-
vascular risk factors in patients with lung cancer.

Electrocardiogram (ECG) abnormalities were common among patients at
baseline. ECG abnormalities on study did not usually result in symptoms,
were not dose-limiting, and required no intervention. ECG abnormalities were
noted in 23% of all patients. Among patients with a normal ECG prior to study
entry, 14% of all patients developed an abnormal tracing while on study.
The most frequently reported ECG modifications were non-specific repo-
larization abnormalities, sinus bradycardia, sinus tachycardia, and prema-
ture beats. Among patients with normal ECGs at baseline, prior therapy
with anthracyclines did not influence the frequency of ECG abnormalities.

Cases of myocardial infarction have been reported. Congestive heart failure,
including cardiac dysfunction and reduction of left ventricular ejection frac-
tion or ventricular failure, has been reported typically in patients who have
received other chemotherapy, notably anthracyclines (see PRECAUTIONS,
Drug Interactions).

Atrial fibrillation and supraventricular tachycardia have been reported.
Respiratory

Interstitial pneumonia, lung fibrosis, and pulmonary embolism have been
reported.

Radiation pneumonitis has been reported in patients receiving concurrent
radiotherapy.

Pleural effusion and respiratory failure have been reported.
Neurologic

The assessment of neurologic toxicity was conducted differently among
the studies as evident from the data reported in each individual study (see
TABLES 10 to 16). Moreover, the frequency and severity of neurologic
manifestations were influenced by prior and/or concomitant therapy with
neurotoxic agents.

In general, the frequency and severity of neurologic manifestations were
dose-dependent in patients receiving single-agent paclitaxel. Periph-
eral neuropathy was observed in 60% of all patients (3% severe) and in
52% (2% severe) of the patients without pre-existing neuropathy. The frequency
of peripheral neuropathy increased with cumulative dose. Paresthesia
commonly occurs in the form of hyperesthesia. Neurologic symptoms were
observed in 27% of the patients after the first course of treatment and in
34 to 51% from course 2 to 10. Peripheral neuropathy was the cause of
paclitaxel discontinuation in 1% of all patients. Sensory symptoms have
usually improved or resolved within several months of paclitaxel discon-
tinuation. Pre-existing neuropathies resulting from prior therapies are not a
contraindication for paclitaxel therapy.

In the Intergroup first-line ovarian carcinoma study (see TABLE 11), neuro-
toxicity included reports of neuromotor and neurosensory events. The
regimen with paclitaxel 175 mg/m? given by 3-hour infusion plus cisplatin
75 mg/m? resulted in greater incidence and severity of neurotoxicity than
the regimen containing cyclophosphamide and cisplatin, 87% (21% severe)
versus 52% (2% severe), respectively. The duration of grade Il or IV neuro-
toxicity cannot be determined with precision for the Intergroup study since
the resolution dates of adverse events were not collected in the case report
forms for this trial and complete follow-up documentation was available
only in a minority of these patients. In the GOG first-line ovarian carcinoma
study, neurotoxicity was reported as peripheral neuropathy. The regimen
with paclitaxel 135 mg/m? given by 24-hour infusion plus cisplatin 75 mg/m?
resulted in an incidence of neurotoxicity that was similar to the regimen
containing cyclophosphamide plus cisplatin, 25% (3% severe) versus
20% (0% severe), respectively. Cross-study comparison of neurotoxicity in
the Intergroup and GOG trials suggests that when paclitaxel is given in combi-
nation with cisplatin 75 mg/m2, the incidence of severe neurotoxicity is more
common at a paclitaxel dose of 175 mg/m? given by 3-hour infusion (21%)
than at a dose of 135 mg/m? given by 24-hour infusion (3%).

In patients with NSCLC, administration of paclitaxel followed by cisplatin
resulted in a greater incidence of severe neurotoxicity compared to the
incidence in patients with ovarian or breast cancer treated with single-agent
paclitaxel. Severe neurosensory symptoms were noted in 13% of NSCLC
patients receiving paclitaxel 135 mg/m? by 24-hour infusion followed by
cisplatin 75 mg/m? and 8% of NSCLC patients receiving cisplatin/etoposide
(see TABLE 15).

Other than peripheral neuropathy, serious neurologic events following
paclitaxel administration have been rare (<1%) and have included grand
mal seizures, syncope, ataxia, and neuroencephalopathy.

Autonomic neuropathy resulting in paralytic ileus has been reported. Optic
nerve and/or visual disturbances (scintillating scotomata) have also been
reported, particularly in patients who have received higher doses than those
recommended. These effects generally have been reversible.

However, reports in the literature of abnormal visual evoked potentials in
patients have suggested persistent optic nerve damage. Postmarketing
reports of ototoxicity (hearing loss and tinnitus) have also been received.
Convulsions, dizziness, and headache have been reported.
Arthralgia/Myalgia

There was no consistent relationship between dose or schedule of
paclitaxel and the frequency or severity of arthralgia/myalgia. Sixty percent
of all patients treated experienced arthralgia/myalgia; 8% experienced
severe symptoms. The symptoms were usually transient, occurred 2 or
3 days after paclitaxel administration, and resolved within a few days. The
frequency and severity of musculoskeletal symptoms remained unchanged
throughout the treatment period.

Hepatic

No relationship was observed between liver function abnormalities and
either dose or schedule of paclitaxel administration. Among patients with
normal baseline liver function 7%, 22%, and 19% had elevations in bilirubin,
alkaline phosphatase, and AST (SGOT), respectively. Prolonged exposure
to paclitaxel was not associated with cumulative hepatic toxicity.

Hepatic necrosis and hepatic encephalopathy leading to death have been
reported.

Renal

Among the patients treated for Kaposi’s sarcoma with paclitaxel, 5 patients
had renal toxicity of grade Ill or IV severity. One patient with suspected HIV
nephropathy of grade IV severity had to discontinue therapy. The other
4 patients had renal insufficiency with reversible elevations of serum creatinine.

Patients with gynecological cancers treated with paclitaxel and cisplatin may
have an increased risk of renal failure with the combination therapy of paclitaxel
and cisplatin in gynecological cancers as compared to cisplatin alone.

Gastrointestinal (Gl)

Nausea/vomiting, diarrhea, and mucositis were reported by 52%, 38%, and
31% of all patients, respectively. These manifestations were usually mild to
moderate. Mucositis was schedule dependent and occurred more frequently
with the 24-hour than with the 3-hour infusion.

In patients with poor-risk AIDS-related Kaposi’s sarcoma, nausea/vomiting,
diarrhea, and mucositis were reported by 69%, 79%, and 28% of patients,
respectively. One-third of patients with Kaposi’s sarcoma complained

of diarrhea prior to study start (see CLINICAL STUDIES: AIDS-Related
Kaposi’s Sarcoma).

In the first-line Phase 3 ovarian carcinoma studies, the incidence of nausea
and vomiting when paclitaxel was administered in combination with cisplatin
appeared to be greater compared with the database for single-agent
paclitaxel in ovarian and breast carcinoma. In addition, diarrhea of any grade
was reported more frequently compared to the control arm, but there was
no difference for severe diarrhea in these studies.

Intestinal obstruction, intestinal perforation, pancreatitis, ischemic colitis,
dehydration, esophagitis, constipation, and ascites have been reported.
Neutropenic enterocolitis (typhlitis), despite the coadministration of G-CSF,
was observed in patients treated with paclitaxel alone and in combination
with other chemotherapeutic agents.

Injection Site Reaction

Injection site reactions, including reactions secondary to extravasation, were
usually mild and consisted of erythema, tenderness, skin discoloration, or
swelling at the injection site. These reactions have been observed more
frequently with the 24-hour infusion than with the 3-hour infusion. Recurrence
of skin reactions at a site of previous extravasation following administration
of paclitaxel at a different site, i.e., “recall”, has been reported.

More severe events such as phlebitis, cellulitis, induration, skin exfoliation,
necrosis, and fibrosis have been reported. In some cases the onset of the
injection site reaction either occurred during a prolonged infusion or was
delayed by a week to 10 days.

A specific treatment for extravasation reactions is unknown at this time. Given
the possibility of extravasation, it is advisable to closely monitor the infusion
site for possible infiltration during drug administration.

Other Clinical Events

Alopecia was observed in almost all (87%) of the patients. Transient skin
changes due to paclitaxel-related hypersensitivity reactions have been
observed, but no other skin toxicities were significantly associated with
paclitaxel administration. Nail changes (changes in pigmentation or discol-
oration of nail bed) were uncommon (2%). Edema was reported in 21% of all
patients (17% of those without baseline edema); only 1% had severe edema
and none of these patients required treatment discontinuation. Edema was
most commonly focal and disease-related. Edema was observed in 5%
of all courses for patients with normal baseline and did not increase with
time on study.

Skin abnormalities related to radiation recall as well as maculopapular rash,
pruritus, Stevens-Johnson syndrome, and toxic epidermal necrolysis have
been reported. In postmarketing experience, diffuse edema, thickening,
and sclerosing of the skin have been reported following paclitaxel admin-
istration. Paclitaxel has been reported to exacerbate signs and symptoms
of scleroderma.

Reports of asthenia and malaise have been received as part of the continuing
surveillance of paclitaxel safety. In the Phase 3 trial of paclitaxel 135 mg/m?
over 24 hours in combination with cisplatin as first-line therapy of ovarian
cancer, asthenia was reported in 17% of the patients, significantly greater
than the 10% incidence observed in the control arm of cyclophosphamide/
cisplatin.

Conjunctivitis, increased lacrimation, anorexia, confusional state, photopsia,
visual floaters, vertigo, and increase in blood creatinine have been reported.

Accidental Exposure

Upon inhalation, dyspnea, chest pain, burning eyes, sore throat, and nausea
have been reported. Following topical exposure, events have included
tingling, burning, and redness.

To report SUSPECTED ADVERSE REACTIONS, contact
Fresenius Kabi USA, LLC at 1-800-551-7176 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

OVERDOSAGE

There is no known antidote for paclitaxel overdosage. The primary antici-
pated complications of overdosage would consist of bone marrow suppres-
sion, peripheral neurotoxicity, and mucositis.

Overdoses in pediatric patients may be associated with acute ethanol toxicity
(see PRECAUTIONS, Pediatric Use).

DOSAGE AND ADMINISTRATION

NOTE: Contact of the undiluted concentrate with plasticized PVC equipment
or devices used to prepare solutions for infusion is not recommended. In
order to minimize patient exposure to the plasticizer DEHP [di-(2-ethylhexyl)
phthalate], which may be leached from PVC infusion bags or sets, diluted
paclitaxel solutions should be stored in bottles (glass, polypropylene) or plastic
bags (polypropylene, polyolefin) and administered through polyethylene-
lined administration sets.

All patients should be premedicated prior to paclitaxel administration in
order to prevent severe hypersensitivity reactions. Such premedication may
consist of dexamethasone 20 mg PO administered approximately 12 and
6 hours before paclitaxel, diphenhydramine (or its equivalent) 50 mg I.V.
30 to 60 minutes prior to paclitaxel, and cimetidine (300 mg) or ranitidine
(50 mg) I.V. 30 to 60 minutes before paclitaxel.

For patients with carcinoma of the ovary, the following regimens are recom-
mended: (see CLINICAL STUDIES, Ovarian Carcinoma):

. For previously untreated patients with carcinoma of the ovary, one of
the following recommended regimens may be given every 3 weeks. In
selecting the appropriate regimen, differences in toxicities should be
considered (see TABLE 11 in ADVERSE REACTIONS, Disease-Specific
Adverse Event Experiences).

1. Paclitaxel administered intravenously over 3 hours at a dose of
175 mg/m? followed by cisplatin at a dose of 75 mg/m?; or

2. Paclitaxel administered intravenously over 24 hours at a dose of
135 mg/m? followed by cisplatin at a dose of 75 mg/m2.

. In patients previously treated with chemotherapy for carcinoma of the ovary,
paclitaxel has been used at several doses and schedules; however, the
optimal regimen is not yet clear. (see CLINICAL STUDIES, Ovarian Carci-
noma). The recommended regimen is paclitaxel 135 mg/m? or 175 mg/m?
administered intravenously over 3 hours every 3 weeks.

For patients with carcinoma of the breast, the following is recommended
(see CLINICAL STUDIES, Breast Carcinoma):

. For the adjuvant treatment of node-positive breast cancer, the recom-
mended regimen is paclitaxel, at a dose of 175 mg/m? intravenously
over 3 hours every 3 weeks for 4 courses administered sequentially to
doxorubicin-containing combination chemotherapy. The clinical trial
used 4 courses of doxorubicin and cyclophosphamide (see CLINICAL
STUDIES, Breast Carcinoma).

. After failure of initial chemotherapy for metastatic disease or relapse within
6 months of adjuvant chemotherapy, paclitaxel at a dose of 175 mg/m?
administered intravenously over 3 hours every 3 weeks has been shown
to be effective.

For patients with non-small cell lung carcinoma, the recommended
regimen, given every 3 weeks, is paclitaxel administered intravenously
over 24 hours at a dose of 135 mg/m? followed by cisplatin, 75 mg/m?2.

For patients with AIDS-related Kaposi’s sarcoma, paclitaxel administered
at a dose of 135 mg/m? given intravenously over 3 hours every 3 weeks or
at a dose of 100 mg/m? given intravenously over 3 hours every 2 weeks
is recommended (dose intensity 45 to 50 mg/m2/week). In the 2 clinical
trials evaluating these schedules (see CLINICAL STUDIES, AIDS-Related
Kaposi’s Sarcoma), the former schedule (135 mg/m? every 3 weeks) was
more toxic than the latter. In addition, all patients with low performance
status were treated with the latter schedule (100 mg/m? every 2 weeks).

Based upon the immunosuppression in patients with advanced HIV disease,

the following modifications are recommended in these patients:

1. Reduce the dose of dexamethasone as 1 of the 3 premedication drugs
to 10 mg PO (instead of 20 mg PO);

2. Initiate or repeat treatment with paclitaxel only if the neutrophil count is
at least 1,000 cells/mm3;

3. Reduce the dose of subsequent courses of paclitaxel by 20% for patients
who experience severe neutropenia (neutrophil <500 cells/mm?3 for a
week or longer); and

n

n

4. Initiate concomitant hematopoietic growth factor (G-CSF) as clinically
indicated.

For the therapy of patients with solid tumors (ovary, breast and NSCLC),
courses of paclitaxel should not be repeated until the neutrophil count is at
least 1,500 cells/mm? and the platelet count is at least 100,000 cells/mm?.
Paclitaxel should not be given to patients with AIDS-related Kaposi’s sarcoma
if the baseline or subsequent neutrophil count is less than 1,000 cells/mm3.
Patients who experience severe neutropenia (neutrophil <500 cells/mm?
for a week or longer) or severe peripheral neuropathy during paclitaxel
therapy should have dosage reduced by 20% for subsequent courses of
paclitaxel. The incidence of neurotoxicity and the severity of neutropenia
increase with dose.

Preparation and Administration Precautions:

Paclitaxel is a cytotoxic anticancer drug and, as with other potentially toxic
compounds, caution should be exercised in handling paclitaxel. Adequate
puncture technique should be used to reduce the probability of coring.
Injection needles or cannulas larger than 21G in diameter tends to promote
coring. Stoppers should be punctured slowly in the center of vial stopper.
Multiple puncturing at same site, rapid puncturing, puncturing with blunt
spiking devices and puncturing near the edge of the stopper increases
the probability of coring. The use of gloves is recommended. If paclitaxel
solution contacts the skin, wash the skin immediately and thoroughly
with soap and water. Following topical exposure, events have included
tingling, burning and redness. If paclitaxel contacts mucous membranes,
the membranes should be flushed thoroughly with water. Upon inhalation,
dyspnea, chest pain, burning eyes, sore throat, and nausea have been
reported.

Hepatic Impairment

Patients with hepatic impairment may be at increased risk of toxicity, particu-
larly grade IlI-IV myelosuppression (see CLINICAL PHARMACOLOGY and
PRECAUTIONS, Hepatic). Recommendations for dosage adjustment for
the first course of therapy are shown in TABLE 17 for both 3- and 24-hour
infusions. Further dose reduction in subsequent courses should be based
on individual tolerance. Patients should be monitored closely for the devel-
opment of profound myelosuppression.

TABLE 17. RECOMMENDATIONS FOR DOSING IN PATIENTS WITH
HEPATIC IMPAIRMENT BASED ON CLINICAL TRIAL DATA?

Degree of Hepatic Impairment l;"a?:‘ii‘:g(gleggsegﬂ
Transaminase Levels Bilirubin
Levels®
24-Hour Infusion
<2xULN and <1.5mg/dL 135 mg/m?
2to <10x ULN and <1.5mg/dL 100 mg/m?
<10x ULN and 1.6t0 7.5 mg/dL 50 mg/m?
>10x ULN or > 7.5 mg/dL Not recommended
3-Hour Infusion
<10xULN and <1.25xULN 175 mg/m?
<10x ULN and 1.26t0 2.0 x ULN 135 mg/m?
<10xULN and 20110 5.0x ULN 90 mg/m?
210 x ULN or >5.0xULN Not recommended

2 These recommendations are based on dosages for patients without hepatic impairment of 135 mg/m?
over 24 hours or 175 mg/m2 over 3 hours; data are not available to make dose adjustment
recommendations for other regimens (eg, for AIDS-related Kaposi's sarcoma).

b Differences in criteria for bilirubin levels between the 3- and 24-hour infusion are due to differences
in clinical trial design.

¢ Dosage recommendations are for the first course of therapy; further dose reduction in subsequent
courses should be based on individual tolerance.

Preparation and Administration Precautions

Procedures for proper handling and disposal of anticancer drugs should be
considered. Several guidelines on this subject have been published'*. To
minimize the risk of dermal exposure, always wear impervious gloves when
handling vials containing paclitaxel injection. If paclitaxel solution contacts
the skin, wash the skin immediately and thoroughly with soap and water.
Following topical exposure, events have included tingling, burning, and
redness. If paclitaxel contacts mucous membranes, the membranes should
be flushed thoroughly with water. Upon inhalation, dyspnea, chest pain,
burning eyes, sore throat, and nausea have been reported.

Given the possibility of extravasation, it is advisable to closely monitor
the infusion site for possible infiltration during drug administration (see
PRECAUTIONS, Injection Site Reaction).

Preparation for Intravenous Administration

Paclitaxel must be diluted prior to infusion. Paclitaxel should be diluted
in 0.9% Sodium Chloride Injection, USP; 5% Dextrose Injection, USP;
5% Dextrose and 0.9% Sodium Chloride Injection, USP or 5% Dextrose in
Ringer’s Injection to a final concentration of 0.3 to 1.2 mg/mL. The solu-
tions are physically and chemically stable for up to 27 hours at ambient
temperature (approximately 25°C) and room lighting conditions. Parenteral
drug products should be inspected visually for particulate matter and
discoloration prior to administration whenever solution and container permit.

Upon preparation, solutions may show haziness, which is attributed to
the formulation vehicle. No significant losses in potency have been noted
following simulated delivery of the solution through I.V. tubing containing
an in-line (0.22 micron) filter.

Data collected for the presence of the extractable plasticizer DEHP
[di-(2-ethylhexyl)phthalate] show that levels increase with time and concen-
tration when dilutions are prepared in PVC containers. Consequently, the use
of plasticized PVC containers and administration sets is not recommended.
Paclitaxel solutions should be prepared and stored in glass, polypropylene,
or polyolefin containers. Non-PVC containing administration sets, such as
those which are polyethylene-lined, should be used.

Paclitaxel should be administered through an in-line filter with a microporous
membrane not greater than 0.22 microns. Use of filter devices such as
IVEX-2® filters which incorporate short inlet and outlet PVC-coated tubing
has not resulted in significant leaching of DEHP.

The Chemo Dispensing Pin™ device or similar devices with spikes should
not be used with vials of paclitaxel since they can cause the stopper to
collapse resulting in loss of sterile integrity of the paclitaxel solution.

Stability

Unopened vials of paclitaxel are stable until the date indicated on the
package when stored between 20° to 25°C (68° to 77°F), in the original
package. Neither freezing nor refrigeration adversely affects the stability
of the product. Upon refrigeration, components in the paclitaxel vial may
precipitate, but will redissolve upon reaching room temperature with little
or no agitation. There is no impact on product quality under these circum-
stances. If the solution remains cloudy or if an insoluble precipitate is
noted, the vial should be discarded. Solutions for infusion prepared as
recommended are stable at ambient temperature (approximately 25°C) and
lighting conditions for up to 27 hours.

HOW SUPPLIED
Paclitaxel Injection, USP (6 mg per mL) is supplied in the following:

Product Code Unit of Sale Strength
760305 NDC 63323-763-05 30 mg per 5 mL
Multiple dose vial, packaged individually (6 mg per mL)
760316 NDC 63323-763-16 100 mg per 16.7 mL
Multiple dose vial, packaged individually (6 mg per mL)
760350 NDC 63323-763-50 300 mg per 50 mL
Multiple dose vial, packaged individually (6 mg per mL)

The container closure is not made with natural rubber latex.

Storage

Store the vials in original cartons between 20° to 25°C (68° to 77°F) [see
USP Controlled Room Temperature]. Retain in the original package to
protect from light.

Handling and Disposal

See DOSAGE AND ADMINISTRATION, Preparation and Administration
Precautions.
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*DaunoXome® is a registered trademark of Gilead Sciences, Inc.

DOXIL® is a registered trademark of ALZA Corporation.

IVEX-2% is a registered trademark of the Millipore Corporation.

Chemo Dispensing Pin™ is a trademark of B. Braun Medical Incorporated.
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