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laboratorios Ad ENEX
filaxis Docetaxel

Concentrate for injection 20 mg/0.5 ml and 80 mg/2 m|

‘Sale under recorded prescription

Manufocturedin Argentina

FORMULA

Each vial of Adenex of 20mg Himg

contains:

Docetaxel enbydrous N0mg 80.0mg

Polysorbate 80 q.5. 050ml 200ml

Citvic ocid anhydrous o.g. fo adjustpH 3.0-5.0

Filling vohume 0.50ml 23%6ml

Solvent vial contains:

Ethanl 13% (wy) 13% [wiv)

Water for injedion g.s. 150ml 6.00ml

Filling olume 1.77ml 7.08mi

THERAPEUTIC ACTION

Antineoplastic drug

INDICATIONS

- Breast cancer:

Adenex in combination with doxorubicin and cydaphosphamide is indicated far the adjuvent treatment of patients with breast concer with operable positive axilla
node.

Adenex in combinatien with doxorubicin is indicated for the traatment of patients with locally advonced or metastatic breast cancer who have not received prior
cytotoxic treatment for this condition.
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- Prostate cancer:
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PHARMACOLOGICAL CHARACTERISTICS

-Pharmacological action: Docetaxel is on aniineaplastic ogent which oy stimulating the ossembly of tubulin into stable microtubules while inhibiting their
mmum-ﬂh—.ﬁ-u. 1t wos proved in vitro. that docetaxel disrupts the tubular network of the cells that is essentiol for
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mlﬁ:m!l Lhe/m" and 1131, respectively. The inter-individuol varia.fon for totol body dearance was approximately 50%. Docetaxel s bound fo proteins in
more than 95%.

Docetaxel is eliminated in both the urine ond feces following exidative metabolism by the cytochrome 450. Fecol excration is the mest important representing
approximately 75% of the ool excretion.

In a pharmaxokinetic test with 577 potients, docetaxel ph Kinetic was nol ahered by of the patient. In a small number of patients (n=23) with
mhmﬂhm“wmdmzljhhwﬂdﬂﬂﬂ*mzﬁm
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‘POSOLOGY / DOSAGE - ADMINISTRATION

The wse of docatass] should be d 1o wnitsspeciiized n the adminisiration o o hematheropy, and shouid bs odim d only wndr the supervisi
ofe qualiied physic Rl ¢

Premedication:

.. R P R0 I 16 mg daily fo.g. 8 mg i) for 3 doys st day pioe g
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e TR " pom gimen i orol dexamethesone § mg, 12 hours
3hours and 1 hour before the docetaxel infusion.
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Dosage:

* Breost Cancer
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30 mi i --d]i-u ks followed by | week without its administration. Consul the leaflet of capscitabine to calculate the dose of capecitabine in
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* Non-small Lung Cancer

Patients with non-small cell lung cancer who have not received chemotherapy previously, the dod dose is docetaxel 75 mg/m’, followed immediately by
wrsml‘h““l.d of s lr 'I " e e 1".1 P fa |h7su|.|!' .

* Prostate Cancer

n dod dos ofdoctanels 75/ Oralprei dnsolone S mgshollbeadiniteredoolly ics ey

* Gostric Adenocorcinomq

The ded dose of docetaxel is 75 mg/m for one hour infusion, followed by 75 mg/m’ of isplatin in 110 3 hours infusion (both just on the 15t day], followed by
750 mg/m'’ of 5-f il to the administersd day with infusi ‘Hhmh&dmdﬂhddlhﬁduﬁmmm
shollbe repeated every 3 weeks. Patients sholl receive the medicine with antiemeti 7 dsplati 6-CSF is odministered as

* Heod and Neck Concer

Patients should receive premedicine with antiemetics and adequate hydration (prior and after cisplafin administration) G-CSF can be used os prophylaais in order fo
reduce the hematologic toxicity risk.

InTAX323 and TAX 324sudie, ol paients who were receiving docetuzel wore administered anfi
plerr followsd by radiotherapy (TAX3Z3),

Forthe inds ofpaioti b lopublbls Ny Gbmnd hed snd nok P dod dose of docetenl s 75 g’ or
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P fhection), the use of 6-CSF ded in order lo provid hyl (for &.g., from the 4th day tothe 11th day) in all the following
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Neverthelss, inthe ciicol procics neutropenia may appear before. Thes,th ise of G-CSF should be considered scording o the paient's neutropenia risk and the
recommendations at the moment. Patients who axperience Grade 3 or 4 stomatits should have their docetaxel dose reduced 1o 60 mg/m’.

~Incombination with displatin
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- Incombingtion with capecitabine
Patients who develop Grade 2 toxiity for the first ime that continues af the time of the following vith 6 1/ bine, the ad should be
delayed until it has resolved ot Grode 0-1, going badk o 100% of the original dose.
hﬁbﬁm:uﬁhhﬂhumsmhbhh-qhdh-—-m“bhm
withheld il esolution o Groda 01, and rasum 55 mg/m' of docetazel.
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b docetaxel dose should be reduced from 75 to 60 mg/m’. Patients should ot be retreated with subsequent cydes of docataxel ntil neutrophils

recovertoalevel > 1,500 cells/mm’ and phatelets recover fo o bevel > 100,000 celis/mm' Discontinue the treatment if these oxicities persis!:

[2 ded dose odj for toxicities in patients treated with docetaxel in combination with dsplatin and 5-flvorouradil (5-FU) are:

Toxicity Dosage adjustment

Diarrhea Grade 3 Firstepisode: reduce 5-FU dose by 20%.

Diarrhea Grade 4 Firstepisode: reduce docetazel and 5-FU dose by 20%

Stomatitis/mucositis ﬁi#nﬁuiﬂlhhn

“! ‘._lnl |. ‘?‘.-'
Thid episode: rodoce docstosel dose by 20%.




Stomatitis/mucositis First episode: stop 5-FU only at all subsequent cydes

Groded Second apisods: reduced I dose by 20%.

- fcisplatin and S-f e

Spedial population
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Based s dota with d | dosed 100 mg/m’ therapy, in ith i d lves (GOT and/or GPT) higher than 1.5
ﬁmutﬂunllmhdiﬁnplmphnuhldunhnumﬂlll.l‘ ded dose of d lis 75 mg/m’. P ith bilirrubin higher
Mwﬂumdm*hwﬁmﬂmlﬂ d with values of alkaline phosphatase higher than 6 fimes the ULN, d | should not b
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~Children and adolescents

Experience with children is limited.

Fosomr s PP T 1 fortheusein ldery.

When it is administered combined with capetabi nmmsolduﬁm“mddnmddmnhdmdupodwblmﬂ%ummnm(m
apecitabine leafle).
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If the Concentrate for infusion, the “Pre-mixture solufion” or the “Solution for infusion” comes in contact with the skin or mucus, immediately and thoroughly wash
with abundant soap and water.
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smmmmquwﬂ)whmmmmmmmmwmmm however the chemical and physical
stabilty of the Pre-mij {under 25°C) o refrigerated (2-8°C).
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1-Moreth iol of the Pre. N dodin arder to obtain th e ot

ZluanIambhp‘mqu-iﬁnh corresponding volume of Pre-mixture solution (10 mg/ml de docetaxel)
(with needle). For example, d ld 14mi Pre-mixture solution.

3- Injectthe necessary volume ofthe Pre-mixture solution in  bag o vialof 250 mi containing ghucose solution 5% o sodium choride 0.9%.

4-Ifa dose higherthan 200 mg ofd POSP T higher volume ofnection fuid soth ion no higher than 0.74 ma/ml s obtained

5. Manvally, mixthe b tha tabnk

ial with arofory

ically, odministrate Adenex for injedtion i sly within 4 hours after the preparation (induding the injection time) at room temperature
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For breast cancer and non-small cell lung cancer, the premedication consisfing of oral corti ids, such as dexameth 16 mg daily {ex. 8 mg BID) for three
hpmllthwmdnm can reduce the incidence and severity of flvid refention as well as the severity of

hypersensitivity readions.
Forpe h dod premedication regimen s orol dexamethasone 8 mg, at 12 hours, 3 hours and | hour before nfusion of docetanel.
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Hematologic:
The adverse effect requently reparted of docetaxel is neutropenia. The lowest level of neutrophils happen in 7 duys, though this interva! may be shorter in patients
w-ﬁnn-ﬁ.hﬁ.hl-wdhw ﬁwmmddmm“hwbdmmﬂmh

than 1500 col/me’.
hmdmqu-(h-lh!ldhn for 7 days or more) during o course of docetaxel therapy, dase redudiion for later courses or the wse of
Inpatints administoed docatuel n come haspltnondorouroctor s lower cdoncaf bl d fecion when
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Hypersensitivity reactions:
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Cwtaneous reactions:
wwwyﬁrﬂbﬂdﬂnﬂm'ﬁ)mhwhwnmhdhnmﬁu
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Fluid reteation:

Potionts it severs Buid retetion suchas leural fuson,paicrdia ffsion andascis should b sridly mosiored.
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Heart fuilure:

B ficioncy A Y I in comblnetion wilh b, particulrly ater ontheacyline chemtherapy (dosorsb
‘epirubicin). It may be mild o d i has b iated to death.

When patients have to be administered d | in combinction with muh.ummmummt.
monitored during therapy (for example, every 3 months) in order fo facilitate the identification of the pati

PRECAUTIONS

Drug interactions:

In vitro *hhhhﬂhdhﬂqhuﬂhh“ﬂ%dmmﬁhﬂnhﬂuum
ﬂ*ﬂhmmﬂ- ythromyan, and troleandomyan. (avtion should be exercised with these
o : .
wmnmkupmnmws;&mumau—c-ﬂwwmwhum
studied formall, in vilr interadions with sirong-binding drugs fo proteins such as erythromyc
mwummdbummmnwmmu-hwmn
proteins. Docetaxel de offect dige g 1o p
Docetaxsl, dosorubicin and cydophosphamide ph k -Mhﬂ%hﬁﬂdhhuuﬂﬂdnﬁh
supges! on inferaction b d | and carboplatin. When rboplatin dearance will be 50% higher than the value
obtoined with corboplatin in manotherapy.
Wﬂ—ﬂuhmdm“nﬂhmﬂﬂm—hﬂuwmmdlk
known that prednisona induces CYP3AA. Stodistically significant effects of prednisone on docetaxel phormacokinetics have nof been observed.
WﬂhMﬂuﬁhmwm%mmMu—-“ﬁsmﬂ
Wu&- e o iy le). An interoction drug test performed fo patients who received ketoconazole and docetaxel showed that docetaxs!
down o the half of ketoconazole, probably becouse (YP3A4 takes port in docatazel metabolism es main (unique) metabolic pathway. A
reduction of docetaxel tolerance moy happen, also with low dosoge
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Docetaxel has shy b ic i vifro in th d d in the ch ob test on CHO-K cells and in vivoin the micronudeus test in
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Pregnancy:

There is no dota about the use of docetaxel in pregnant women. Embryotazic and fetotoric effecs were observed in rubbits and rats and it produced impoirment of
fertility in rats. As other cytotoxic drugs, docetaxel may cause fefal horm when administered o pragnant women. Therefore, docataxe! must ot be administered
during pregnancy. Women of childbearing potential should be advised 1o avoid becoming pregnant during therapy with docetaxe, if this happened, the treofing

M-Mhnlﬂ-iﬁ;

shoukd befoken during ailonationtth e et
Nursing mothers:
Mhlm-hnhlh-h-hlkwﬂh“llm of the risk for p | adve nursing
infants, location should be discontinved duri | treatment.
Pediatric use:
Geriatricuse:
Based on ph kinetic data in this population, there il i obout ifs use in elderly patients.
Potients administered docetaxel in combinati ﬂqﬂﬂ-ﬁnuﬂymﬂ.clﬂuhnﬁﬁud“ﬂhmh
copecitobine leoflet)
Hepatic impairment se:
Potients odministered 100 mg/m’ docetaxel in monotherapy with (GAT and/or GPT) higher than 1.5 times ULN concomitant with serum alkaline
yhph->ululm-didﬁdqmdmmuunﬁiuﬂhm*mmhmﬂﬂ,
febrile neutropenia, infections, thrombocytopenia, stomatitis and estheni Ti-llln in those patients with high marker levels of the hepatic
function s 75 mg/m’, and such markers levels shall be controlled a the begii d before eoch
hp.:--u.-m,—hhummdmmhﬁuum“mnud&-*
*—‘“—M dea b Jdodd b I
In the dinic pivotal assay with cisplatin and 5- il for th of gostric ods ot ihkdmﬂtmihhljh-

the ULN were excluded, Shey were essocisted with levels of akaline phosphatese higher than 2.5 fimes the ULN and bilirubin higher than once the ULN; i these



potieatsdocwtaxl hould o b used wnless sticly prescribed and no dosage reducion can be recommended.
- ras mratyece
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Renal impairment vse:

- dofuinp o N i dond with renal bychered

Additional precautions in the odj of breast cancer

The use of 6-CSF and o dosa reduction showld be consideredinpatients wha experi pétia (prolonged nesiropenia,febike euupenia or ilecion).
Eorly symptoms such os pain ond abdominal sensitivity, fever, diarrhea with or with be early of severe gastrointestinal toxicity and they
- Congestive heart failure

P & P o B o T

- Leukemig
In patients trsated with docetaxe!, doxorubicn and tydophosphamids, & hematological follow-up s required,since myslodysplasia o sacondary mysloid leukemia

- Patients with 4 or more nodules
The relation risk/benefit for d |, doxorubicin and cydophasphamide in patients with 4 or more nodules is not completely defined.

ADVERSE REACTIONS

-1312end 121 ni-t-hrnlnﬂ--h dB-{-’iﬁﬂﬂhmw

258 patients wh

406 patnts who ecsived docetaxelin combination withdisplain,

-nmumummm

255 patients wh ith opediobi

W patientswh e e withprod dnission fhers ar inkelymp 2 fonseleted o he therapy).

- 744 patients who received d lin comb with doxorub uwwmmmmwmumm

desribed).
mﬂummmmwmhmuﬁ-ﬂnmmmnlmmmw-
bination with splatinand 5-B gl (th dinical
m..mMﬁwdnwwmw-mmm-ﬂu—mmm—_mm
reloted with the therapy ore described).

These reodtions were described using the NCI (Common Texicy riteria}; grode 3=3; grode 3-4=G3/4; grode 4= 64) and COSTART terrm. The frequency are
uB:‘“[zlﬂﬂ,uﬁ-dylz‘lﬂ.. <1/10)and rare {<1/108).
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e b seiibion: e o Jotd o the therapy (> 5%) observedina phese Il assoy in patients withbreast

The foll odverse readti observed thy with d '

Neurologic Alterations

by A " tres dese oducion. Mkl to med e
oo " o e y sigr Yp Y poin with

$Skin and cutoneows alferations

Reversible mild o moderate i observed. The readtions were charadterized by rash, which included localized eruptions, mainly on the hands

ond/or feet (induded severe hand-foot syndrome), but alsa in arms, foce or thorax and frequently assacioted o pruritus have been observed. Eruptions enerally
occurred within one week after docetaxel infusion. Less frequently, serious symptoms were observed as eruptions followed by desguamation that rorely coused
interruption or disconfinuation of docetane! therapy. Serious alt in the nails are characterized by hypo- or hyperpigmentation ond sometimes, pain and
onycholysis.

Generol olterations and intusion site alterations

Infusion site reactions were generally mild and consisted of hyperpigmentation, infl redness or dryness of the skin, phlebits, extrovasation, or swelling of
the vein.

Fluid retention hes been reported, induding peripherol edema; and less frequently, pleural effusion, pericardial effusion, asites and weight gaining. Peripheral
edema usually starts in the lower exiremities and may become generalized with o weight gain of 3 kg or more. Fluid refention is cumulative in incdence and
sariousness.

Immunologicsystem obtetations
wmwwlh*ﬁ“uhﬂdhmﬂh*ﬁMWWH
anﬁﬁﬂuﬁmmmmdh"k' 9. S d/
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Adenex 100 mg/m’ in monotherapy

System of orgon dassification Frequent odh i Oecasional adv Rore odv ot
MedDRA > 10% of the patients 1% - 10% of the patients < 1% of the patients

Complementary explorafion + Blood bilirubin 63/4 (< 5%)

* Blood alkafine phosphotase 63/4
(<4%)

1GOTG3/M(<3%)
1GPTGYA(<2%)

Heart disorders Arrhythmia (G3/4: 0.7%) Heartfoilurs
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Adenex 75 mg/m' in combination with doxorubicin

Systom of organ dassification Freq dy 0 | odh i Rare adve
MedDRA > 10% of the patients 1% - 10% of the patients < 1% of the patients
Complementury exploration 1 Bloodbiliubin G3/4 (<25%) | *GOTG3/(<1%)
* Blood alkaline phosphotase 1GPTGIA (<1%)
63/ (<25%)
Cardioc disorders Cordioc foilure
Arrhythmia (non-serious)
Biood and lymphatic system Neutropenia {G4: 91.7%)
disorders Anemia (63/4:9.4%)
Febrile neutropenia
Thrombocylopenia (G4: 0.8%)
(63:04%) (63/4-04%)
Gastrointestinol disorders Nousea (G3/4: 5%)
Stomatitis (G3/4: 7.8%)
Diarrhea (G3/4: 6.2%)
Vomiting (G3/4: 5%)
Constipation
Skin ond subcuteneous tissue Alopedia
disorders Nails ohterations {serious: 0.4%)
Cutaneous readions (non-serious)
Musculoskeletal and connective Myalgia
tissue alterations
Metabolism and nurition disorders Anorexia
Infedions and infestations Infedtion (G3/4: 7.0%)
Vascwlar disorders Hypotension
S - 4 ol Bethonia leark l'l%)
in the odministration site H-ilu-(-i-lm
Immunologic system disorders Hypersensitivity (G3/4: 1.2%)
Adenex 75 mg/m' in combination with cisplafin
ol orgen dassification | Frequent sdverse react Occasional adverse react Rare advarse readions
m _— > 10% of the patients 1% - 10% of the patients < 1% of the patients
Complementary exploration 1 Blood bilirrubin G3/4 (2.1%) 1 GOT63/4(05%)
+ GPT G3/4 (1.3%) * Blood alkaline phosphatose
G3/4 (0.3%)
Cordiot disorders Arrythmia (63/4: 0.7%) Cordioc ailure
Blood ond lymphatic system Nevtropenia {64: 51.5%) Febrile nevtropenio
disorders Anemia (G3/4: 6.9%)
Thrombocylopenia (G4: 0.5%)
(63:37%)
Peripheral motor neuropathy
(63/4:2%)
Gastrointestinal disorders Nousea (63/4:9.6%)
Yomiting (63/4:7.6%)
Diarrhea (63/4: 6.4%)
‘Stomafitis (G3/4: 2%)
Skin and subautaneous fissue Alopedia
disorders Noils aheration (serious: 0.7%)
Cutaneous reactions (63/4: 0.2%)
Musculoskeietol and connecive Myalgia {serious: 0.5%)
tisswe cherations
Metobelism and the nutrifion Anorexio
disorders
Infedtions ond infestations Infedion (53/4:5.7%)
Voscwior disorders Hypotension (63/4: 0.7%)
General disorders ond alterations Asthenia (serious: 9.9%) Readtion in the infusion site
in the adminisirafion site Fluid retention {serious: 0.7%) Pain
Fever{G3/4:1.2%)
P - sy




Blood disarders and lymphati i (G4:76.4%) Thrombocytopenia (G4: 0.2%)
system Anemia (G3/4: 8.9%)
Febrile neviropenic
(63:4.1%) -
Peripherol motor neuropathy
(63/4: 4%)
Dysgeusia [serious: 0.07%)
Respiratory, thoraz and Dyspnea [serious: 2.7%)
mediastinum disorders
Gastrointestinal disorders Stomatitis (63/4: 5.3%) (onstipation (serious: 0.2%) Esophagitis (serious: 0.4%)
Dierrhea (G3/4: 4%) Abdominol pain (serious: 1%)
Vomiting (63/4: 3%) (serious: 0.3%)
Skin ond subcrtaneous Alopecia
fissue disorders Cutaneous reactions (G3/4: 5.9%)
Nail alterations [serious: 2.6%)
PR P T P Myalgo 1.4%) Arhrolgia
fissue disorders
Metabolism and nutrition disorders | Anorexia
Infedions andinfestations Infections (G3/4: 5.7%; including Infection associated fo neutropenia
sepsis and forol preumoniain 1.7%) | G4(G3M4: 4.6%)
Generol disordersond alterations | Fluid relention (serious: 6.5%) Infusion site readtion
intheinfusion site Asthenia (serious: 11.7%) Non-cardiac thorax pain
Pain (serious: 0.4%)
disorde y(63/4:5.3%)
Blood and lymphaticsystem disorders
Rare: hemorrh dated with thromb 63/4.
Nervous system disorders
There are reversibility data in 35 3% of the patient y after the therapy with 100 mg/m' docetaxel in monotherapy. These readtions were

reversible spontaneously within 3 months.

Rore. 7

T T

The median of the d loted fc

than 1000 mg/m' and the medion time for the reversibiliy of the fuid retention was 16.4
weeks (rute of 010 42 weeks). Tbl*dh-d-nmumﬂ-hﬁﬂ(—hiﬁ dose accumulated: 818.9 mg/m’) in patients with pre-

atthe end of the study. The 73% of the cutaneous reactions were reversible within 21 days.

medication, compared with potients without pre-medicotion (median of the dose cccumulated.: 489.7 mg/im'); mevertheless, it was observed in some patients in the
baseline courses of the therapy.
Adenex 75 mg/m' in monotherapy
System of organ dassification MedDRA Frequent adverse reactions > 10% Occasional odverse reactions 1% - 10%
of the patients of the patients
Complementary exploration 1 Blood blirubin 63/4 < 2%)
Heart disorders Arrhythmia fnon seriows)
Blood and lymphatic system disorders Neutropenia (64: 54.2%) Febrile neutropenia
Anemia (63/4: 10.8%)
Thrombocytopesia (G4 1.7%)
Gestrointeting dsordors Nousees (63/4-3.3%) Constipatin
Stomatitis (63/4: 1.7%)
Vomifing (63/4: 0.8%)
Diarrhea (63/4: 1.7%)
Skin and subcutaneous tissue disorders Nails alterations (serious 0.8%)
(Cutuneous readions (6:3/4: 0.8%)
™ dissaders Myolgia
Metabolism and the nutrition disorders Anorexie
Infedions ond infestations Infections (G3/4: 5%)
Vaswlor disorders Hypotension
General disordersond alterations n the Asthenia [serious: 12.4%)
odministraion ite Fhuid retention (serious: 0.8%)
Pain
Immunologic system disorders Hypersensitivity (non-serious)




I (63/4:25%)

Adenex 100 mg/m' in combination with trastuzvmab

Heartdisorders
mthﬂmnmmz%dbmmm'&m Mnmummmwh
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grade 3/4,

2%, acordingtoth

. It should be foken i thot this i
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d, sinceitisk

th m-d-’d-uo-l
hnMWmnmmdhm 76%nd|4 xmihghbboduumlnhlo'dm The incidence of febrile
increased in patients administered trastuzumab and docetaxel (23% as against 17% in patients freated only with

docetaxe).
Adenex 75 mg/m’ in combination with capecitabine
System of organ dassification MedDRA Freg: dy ions > 10% Occasional adverse reactions 1% - 10%
of the patients of the patients
Complementary exploration Weight lost
* Blood bilirrubin G3/4 (9%)
Blood and lymphticsystem disord Neutropenia (G3/4: 63%); Thrombocylopenia (63/4:3%)
Anemia (G3/4: 10%)
Nervous system disorders Dysgeusia {63/4: < 1%) Sickness
Paresthesias (63/4: < 1%) Headache (63/4: < 1%)
Neuropathy peripheral
! thorax and mediastinal disord Phoryngolaringeo pain (G3/4: 2%) Dispnea(63/4: 1%)
Cough (63/4: < 1%)
Epistanis (G3/4: < 1%)
Gastrointestinal disorders Stomafifis (63/4: 18%) Upper abdominal pain.
Diorrhea (G3/4: 14%) Mouthdryness.
Nausea (63/4: 6%)
Vomiting (G3/4: 4%)
Constipation (63/4: 1%)
Abdominal pain (63/4: 2%)
Dyspepsia
St P Hand=foot syndrome (63/4: 24%) Dermatitis
Alopedia (63/4: Erythematous rash (G3/4: <1%) Nail bleach
Noils lterations (G3/4: 2%) Onycholyss (63/4: 1%)

System of organ dassification MedDRA Frequent adverse reactions > 10% Occasional adverse reactions 1% - 10%
of the patients of the patients
Complementary exploration Weight gaining
Cardioc disorders Cardiocfoilure
Blood and lymphatic system disorders m(ﬂ:.ﬂ:/ﬂl 1
or nevtropenicsepsis
Nervous system disorders Paresthesias. Headache. Dysgeusia.
Hypoesthesia
Ocular disorders Laaimation increase. Conjundtivitis
Resictony horas and mdiatinl iord Epstos Dol pharngolaiogeo.
Nosopharyngitis. Dyspnea. Cough. Rhinorrhea.
Gastrointestinal disorders Nausea. Diarrhea. Vomiting. Constipation.
Stomatitis. Dyspepsio. Abdominal pain
Skin and subcutaneous tissue disorders Alopeda. Erythema. Rash.
Nails alterations.
R R S o Mealoie Arhralolo B =
Back pain.
Vasclor disorders Limphoedema |
General disorders and alterationsin the Asthenia. Peripheral edema. Pyrexia. Fatigue. Lethargy
administration sife Mucous inflammation. Pain. Similar disease
toinflenza. Thorax pain. Shivering.
Psychiotric disorders Insomnia



&+

@ iiaa g P ] T T Myalgia (G3/4: 2%) Extremities pain (G3/4: <1%)
Arthrolgia (G3/4. 1%} Bockache (G3/4: 1%)
Metabolism end nutrifion disorders Anorexia (G3/4: 1%) Dehydration {63/4: 2%)
Appetitelost
Infections and infestations Orol condidiasis (G3/4: < 1%)
General disorders and herations in the Asthenia (63/4: 3%) Lathargy. Pain.
administrationsite Pyrexia (G3/4: 1%)
Fatigue/weakness (G3/4. 5%)
Paripheral edema (G3/4: 1%)
Adenex 75 mg/m’ in combination with prednisone or prednisolone
System of organ classification MedDRA Frequent adverse reactions > 10% Occasional adverse readiions 1% - 10%
of the patients of the patients
Heart disorders Redudion of the cordiac fundtion of the lefi ventride
(63/4: 0.3%)
Blood and lympt disorders Neutropenia (G3/4: 32%) Thrombocytopenia (G3/4: 0.6%)
Anemia (63/4:4.9%) Febrile nevtropenic
Nervoussystem disorders Neuropathy sensary peripheral (63/4: 1 2%) Paripheral motor nevrapathy (63/4: 0%)
Dysgeusia (G3/4: 0%)
.ﬁ| th 4 & & mm“}
Dyspnea (63/4: 0.6%)
Cough (G3/4: 0%)
Gastrointestinol disorders Nousea (G3/4: 2.4%)
Diarrhea (G3/4: 1.2%)
Stomatits/ Phoryngits 0.9%)
Vomiting (G3/4: 1.2%)
Skin ond subcutaneous tissue disorders Alopecia Exfoliative rash (63/4-0.3%)
Nail hteration (non-serious)
Mustuloskeletol and onnedive fissve disorders Arthrolgia (63/4: 0.3%]
Myalgia (63/4: 0.3%)
Metabolism ond nutrition disorders Anorexia (G3/4: 0.6%)
Infactions and infestations Infoction (63/4: 3.3%)
General disorders and aterations n the Fotigue (63/4: 3.9%)
edministration sife Fluid retention (serious 0.6%)
Immunologicsystem disorders Hypersensitivity (G3/4: 0.6%)
A “d-r._ with & | ". '.
System of organ dassification Frequent adverse reactions Occasional adverse reactions Rare adverse reactions
> 10% of the patients 1% - 10% of the patients < 1% of the patients
Complementary exploration Weight gaining o oss (G3/4: 0.3%)
Heart disorders Arrhythmio (63/4:0.1%)
Congestive heort foilure
Blood and lymphatic system disorders | Anemia (G3/4: 4.3%)
Neutropenic (G3/4: 65.5%)
Tl-ﬁ-wr-lllm 20%)
Nervous system disorders Dysgewsio (G3/4: 0.7%) Peripheral motor Syncope (G3/4: 0%)
Peripheral sansory neutropenia (63/4: 0%)
(G3/4:0%) Nevrocortical (63/4: 0.3%)
Neurocersbellar (G3/4: 0.1%)
Ocular disorders Locrimation alteration 63/4: 0.1%)
Conjundivifis {63/4:0.3%)
Respiratory, thorax ond mediastingl Cough (63/4: 0%}
Gastrointestinal disorders Nousea (63/4: 5.1%) Abdominal pain (63/4. 0.5%) Colitis/enteritis/ Lorge intestine
Stomatitis (63/4:7.1%) perforation
Vomiting (G3/4: 4.3%)
Diarrhea (G3/4: 3.2%)
Constipation (63/4: 0.4%)
Skin and subataneous tissue disorders.
Skin toxicity (63/4: 0.7%)
Noil ahterations (G3/4: 0.4%)




Musculoskeletal and connedive Myalgia (G3/4: 0.8%)
fissue alterations Arthralgia (63/4: 0.4%)
Metabolism and nutrifiondisorders | Anorexia (63/4:2.2%)
Infections and infestations Infection (G3/4: 3.2%)
Neutropenicinfedion
There were no deaths due to sepsis
Vascular disorders Vasodilatation (G3/4: 0.9%) Hypotension (G3/4: 0%) Phiebitis (G3/4: 0%)
Lymphoedema (G3/4: 0%)
General disorders and alterations Asthenia (63/4: 11%)
inthe administration site Fever (63/4:1.2%)
Peripheral edema (63/4: 0.4%)
Immunologicsystem disorders Hypersensitivity (63/4: 1.1%)
Breast and reprodudion Amenorrhea

19 nati O T e @ S
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Breost and reproduction system disorders
It was observed that amenorrhea confinued in the follow-up median fime of 55 months in 133 patients out of 233 patients with amenorrhea af the end of the

chemotherapy.

Adenex 75 mg/m'in combination with cisplatin and 5-fi

System of organ classification MedDRA Freq dve dions > 10% Occasional adverse reactions 1% - 10%
of the patients of the patients
Heart disorders Arthythmia (63/4: 1.0%)
Blood and lymphatic system disorders Anemia (63/4: 20.9%)
Neutropenio (G3/4: 83.2%)
Thrombocytopenia (G3/4: 8.8%)
Febrile neutropenia
Nervous system disorders Peripheral sensory neuropathy (G3/4: 8.7%) Sickness (G3/4: 2.3%)
Peripheral motor neuropathy (G3/4: 1.3%)
Ocular disorders Locrimation increase (G3/4: 0%)
Ear and labyrinth disorders Altered hearing (63/4: 0%)
Gastroinfestinal disorders Diarrhea (3/4: 19.7%) Constipation (G3/4: 1.0%)
Nausea (63/4: 16%) Gastrointestinal pain (G3/4: 1.0%)
Stomatitis (63/4: 23.7%) Esophagitis/dysphagia/odynophagia (63/4: 0.7%)
Vomiting (63/4: 14.3%)
Skin and subcutaneous tissue disorders Alopecia (63/4:4.0%) Rash/pruritus (G3/4: 0.7%)
Noil olterations (63/4: 0.7%)
(utaneous desquamation (G3/4: 0%)
Metabolism and nutrifion disorders Anorexia (G3/4: 11.7%)
Infections and infestations Neutropenic infedion
Infection (63/4: 11.7%)
General disorders and alterations Lethargy (63/4: 19%)
inthe administration site Fever (63/4: 2.3%)
Fluid retention (serious/death threat: 1%)
Immunologic system disorders Hypersensitivity (63/4: 1.7%)
mmumm Mhﬂ]%-lﬁll&%dh“,_hd-'mw-ulﬂs
n‘qmmﬂﬁdhm(lmihm) Febril P pectively, in
12.1% and 3 4% of the pati dministered G-CSF in prophylaxis and in 15.6% and 12.9% of the pati ith (SF in prophylax
H—B-d- ha“--l"—"- d 5-fi dl (for head and neck r)
Induction therapy d by radiotherapy (TAX 323)
System of organ dassification F dv dti 0 | adv i Rare ady cti
MedDRA > 10% of the patients 1% - 10% of the patients < 1% ofthe patients
Coaad torei Weightgaini
Heart disorders Myocardial ischemia (€3/4: 1.7%) Arrhythmia (G3/4: 0.6%)




Blood and hymph disord Neutropenia (63/4: 76.3%) Febrile netropenio
Anemia (63/4: 9.2%)
Thrombocytopenia (G3/4: 5.2%)
Nervous system disorders Dysgeusia/Porosmia Peripheral Sickness
semsory nevropathy (63/4: 0.6%)
Oculor disorders Locimation increase
Conjundivitis
Eor and labyrinth disorders Hearing failure
Gastrointestinal disorders Nousee (G3/4: 0.6%) Constipation
Stomatitis (63/4: 4.0%)
Diorrhea (63/4: 2.9%) (63/4:0.6%)
Vomiting (G3/4: 0.6%) Abdominal poin
Dyspepsia
Gastrointestinal hemorthage (G3/4: 0.64)
Skin ond subcutaneous tissue disorders | Alopeda (63/4: 10.9%) Rash/pruritus
Skin dryness
(utaneous desquamation (63/4: .6%),
Muscwloskeletol and connective Myalgia (63/4:0.6 %)
tissue ohterations
Metobolism and nutrition disorders | Anorexio (G3/4: 0.6%)
Infections ond imfestations Infetion (63/4: 6.3%)
Neutropenic infection
Benign, malignant ond no specified Neoplasticpain (G3/4: 0.6%)
neoplesias (including ysts and polyps)
Vescular disorders Venous disorders (63/4: 0.6%)
General disorders and aiterations Lethargy (63/4: 3.4%)
in the odministration site Pyrexia (63/4: 0.6%)
Fluid refention
tdema
Immunologicsystem disorders Hypersensitiviy {non serious)
- Indudtion therapy followed by chemoradiotherapy (TAX 324)
Systom of orgon dessifcation Frow " . o~ s b . s
MedDRA > 10%clthe 1% - 10% of the patients < 1% of the patients
el eplorat ekt Weight qaining
Heart disorders Arhythmia (G3/4: 2.0%) Myocardiol ischemia
Blood ond lymphatic system disorders | Mewtropenia (G3/4:
Anemia (63/4: 12.4%)
Thrombocytopenia (G3/4: 4.0%
Febrile neviropenia
Nervous system disorders Dysgeusia/porosmia (63/4: 04%) | Sickness (63/4: 2.0%)
Peripheral sensory nevropathy Peripheral motor neuropathy
(G3/4: 1.2%) (63/4:0.4%)
Ocular disorders Logimation increase (Conjundtivitis
Eorand lebyriath disord Hearingailrs (63/4- 1.2%)
Gestrointestinal disorders Nouseo (G3/4: 13.9%) Dyspepsia G3/4: 0.8%)
Stomatis (63/4: 20.7%) Gastrointestinal pain 63/4: 1.7%)
Vomiting (G3/4: B.4%) Gastrointesfinal hemorrhagia
ww;m] (63/4:0.4%)
(63/4: 12.0%)
Constipation (63/4: 0.4%]
Skin and subcutoneousfissue disorders | Alopecia (63/4: 4%) Skin dryness
Rash/pruritus (utoneous desquomation
Musculoskeletal and connedtive Myolgia (G3/4:0.4%)
tissue alterations
Metabolism ond nutrition disorders | Anerexia (G3/4: 12.0%)
Infedtions and infestations Infedion (63/4: 3.6%) Neutropenic infection
Benign, malignant and non specfied Neoplasic pain (63/4: 1 2%]
neoplasia (induding orsts end poyps)
Vasculor disorders Venous disorders




Generol disorders ond alterations Lathargy (G3/4:4.0%)
inthe administration site Pyrexia [63/4: 3.6%)
Fluid refontion (63/4: 1.2%)
Edema (63/4: 1.2%)
Immunologic system disorders Hypersensitivity
Post-marketing experience
Y P
Bone marrow suppression ond other hematological adverse reactions were informed. D d lor wagulation, frequently d fo sepsis or
multiorgan fuilure, was reported
P femparory 9 9
Rare episodes of femporary viswal disorders were informed (sparkdes, blinding lights, scotoma) which appear during the drug odministration and essodated with
MWMMMMMMMMMdMﬂUMMIhWM
reported.
Earand labyrinth disorders
Rars apisedes of iokoaicly, disonders and/or heering

Respiratory, thorax and mediastinol disorders
Acute respiratory distress syndrome, Wﬂlﬂlﬁlnﬂhdhhﬂmmﬂymﬂ Rare coses of neumonitis due to rodiation in patieats who
hod already received rodioth

Rar splsodes ofdehycration o s onsequenceof I spisodes, gostrinestinl erforaton, chemicclt and seutropric enferocalft ¢

Skin and subatonsousfissue disorders
Mm-dm“hd%“h%mﬂ“)ﬂam&mﬂmmm
Hu-dv‘hﬂdhu-m*' hﬂuuybﬂ ibuted in the development of these effeds. Sderoderma-kind modifications

enerally p iy perip ymp

Benign ond molignont and non specified neoplasia (induding crats ond polyps)

Very rare coses of acute myeloid leukemio and mielodisplastic syndrome related to docetaxel when it was used in combination with other chemotherapeutic ogents
and/ot rediotherapy were reported

Vasculor disorders

Bandk o 1
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sy radiafion recollection events were informed
Mlﬂ-nnmﬂhmﬁnﬁdﬁlﬁwm

Y # hepatitis, sometime fatol, maialy in pati ith prior hepatic ol q
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OVERDOSE
hmdmmmmnummhumhwm In this case, the potient must be admitted o o
i support therapy d ded. In case of overdose, odverse reodtions are expeded to worsen.
mmﬂﬁmw*imﬁqhﬂ-hmm mmd—ummm
theropy with G-CSF opp shall be odopted

STORING CONDITIONS
Stors at temperature below 25°C ond proteded from light.

HOW SUPPLIED

Adenex 20 mg/D.5 mlx 1 concentrate vial and 1 solvent vial.
Adenex 80 mg/2 ml x | concentrate vial and | solvent viel.
KEEP AWAY FROM CHILDREN
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