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ATTENTION: REGULATORY AFFAIRS OFFICER 

Dear Sir 

Evaluation of data, submitte d with your application dated 
12 March 1991 on teicoplanin <Targocid) 100mg, 200mg and 400mg 
powder for injectio n has now been completed. A copy of the 
evaluation(s) - if not previously received - the Delegate's 
proposed action and an amended product info rmation document 
(ame ndme nts to the product information may also be proposed by 
an evaluator and/or the Delegate> are enclos ed herewith. The 
papers have been edite d to delete unpublished Australian Drug 
Evaluation Committee (ADEC) deliberations and refere nce s to 
other sponsor's products, the names of evaluators, and 
confidential Government info rmat ion. 

You are requested to provide an original, plus one copy, of 
your comments on all the documents supplied. Your response is 
to be directed to: The Director, Drug Evaluation Branch (DEB) 
and clearly labelle d PRE-ADEC RESPONSE. In view of the tight 
time schedule you may wish to seek an appointment with the 
relevant Delegate, Dr Bari Arora , to discuss the product 
information. The form of your response to ·the documents 
should be scientific comme nt upon those parts of the 
evaluation(s) and the Delegate's propose d action which you 
perceive to be erroneous or to contain unfair adverse 
commentary. Your response must be typed, l e gible, no longe r 
than 5 single sided A4 pages, signed, date d, and without 
attachments. It must be based upon, and if necessary 
cross- referenced to, the data in your application. The Drug 
Evaluation Branch should be notified o f potentially serious 
adverse effects whi c h have been observed e i ther for the f i rst 
t ime o r a t a f r eque n cy which has become of con cern since your 
applica tion wa s ma de. Responses which do no t me et t hese 
cri teria will no t be proc essed. 
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In addition to conunents on the documents provided, please 
advise where relevant, the current status of the product in 
major foreign countries. Also please provide a current copy 
of product i nformation approved for use in USA, Canada and 
Sweden. Foreign status should detail approvals (with 
indications>, deferrals, withdrawals and rejections (with 
reasons for these three) . 

The evaluations and the Delegate ' s proposed action are to be 
considered at the 1993/6 Cl68) meeting of ADEC on 2 - 3 December 
1993. You must ensure that status reports and any comments 
you wish to make on the documents provided are received by the 
Drug Evaluation Branch, in original, not facsimile form, by 
9 November 1993. This date is the absolute cut-off to allow 
timel y processing of your application. 

On r eceipt by the DEB o f your comments, the original will be 
passed to the Delegate and the copy to the ADEC Secretariat. 
Comments rec e i ved later will not be processed. If comments 
are not received by the cut-off date it will be assumed that 
you have no disagreement with the Delegate's proposed ac tion. 
Please note that it is not essential that you provide 
comments; your application will still be considered at the 
nominated meeting of ADEC. 

Your co-operation in resolving the outstanding iss ues a t an 
early date will be appreciated. 

Yours faithfully 

DIRECTOR 
EVALUATION UNIT 2 
DRUG EVALUATION BRANCH 
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TEICOPLANIN (TARGOCinE.MARION MERREL DOW) 
POWDER FOR INJECTION, lOOMG, 200MG OR 400MG PER VIAL 

PLUS WATER FOR INJECTION 

Applic·ation for Registration on the ARTG 

Delegate's swnmary and comments: 

1. Teicoplanin is an tetracyclic, glycopeptide antibiotic­
complex produced by Actinoplanes teichomyceticus. It 
consists of six closely related glycopeptides of which five 
are designated as A-2 components. The sixth, designated 
A-3, is formed during purification and is less active on a 
weight basis. Chemically teichoplanin is related to 
vancomycin-ristocetin group of antibiotic (vancomycin is a 
tricyclic glycopeptide). 

Teichoplanin is proposed for the treatment of gram positive 
infections of the following organ systems (This includes · 
patients allergic to beta lactam antibiotics or who have 
methicillin and cephalosporin resistant infection). 

Respiratory tract, Skin and soft tissue, Urinary tract 
Bone, Joints, Endocardium, Blood (septicaemia) 
Peritoneum (peritonitis associated with CAPO) 

Teichoplanin is also proposed for prophylaxis in patients 
in whom gram positive infection constitutes a hazard (eg 
cardiac, dental or orthopaedic surgery) 

It is proposed for use in all age groups. 

The proposed dose for treatment is 6-12 mg/kg IV (400-800 
mg for adults) stat followed by 3-6 mg/kg IM or IV (200-400 
mg for adults) daily as maintenance dose in mild to 
moderate infections (eg skin,soft tissues, urinary tract) 
except in patients with complicating illnesses (eg diabetes 
mellitus, cardiovascular disease etc) where 6 mg/kg/day is 
recommended. In moderate infections 
(septicaemia/bacteraemia, acute or chronic osteomyelitis) 
two initial doses of 6-12 mg/kg (12 hrs apart) IV are to be 
followed by 6 mg/kg/day (?? IV or IM). For moderate to 
severe infections: for septic arthritis 12 mg/kg/12 h 3 
doses, then 12 mg/kg/day; Streptococcal endocarditis: 6-12 
mg/kg/12 hon day 1 followed by 6-12 mg/kg/day; Staph 
aureus endocarditis: 30 mg/kg/12 hon day 1 followed by 30 
mg/kg/day. 

Proposed treatment durations are : for superficial 
infections 1-2 weeks, for uncomplicated bacteraemia 2-4 
weeks and for endocarditis, osteomyelitis and septic 
arthritis 3-6 weeks. In patients with impaired renal 
function dose is proposed to be adjusted after four days. 
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For prophylaxis one to three doses of 400 mg each are 
proposed. 

Chemistry and quality control: 

All C&QC matters have been resolved with the sponsor except 
for revision of bacterial endotoxin test methods. These are 
under negotiation with the sponsor but evaluator does not 
consider that it need delay progress of application to the 
Committee. 

3. Animal toxicology: 

Evaluator has not objected to registration but has 
expressed some reservations about the quality of submitted 
data. Some comments in the evaluation report, which may 
have clinical significance, are drawn to the Committee's 
attention hereunder. 

i) In vivo efficacy in animals was demonstrated only 
against infections due to MRSA, Strep pyogenes and 
Strep pneumoniae. 

ii) Major toxicity studies used subcutaneous injection but 
kinetic data for this route were not provided. Hence, 
toxicity profile of teicoplanin, for the proposed 
route of administration (IV/IM) was not adequately 
established. 

iii) Kidneys were the primary target organ for toxicity in 
animals. In rats teicoplanin and vancomycin, given 
subcutaneously, were equally nephrotoxic. 

iv) Although teicoplanin is proposed for use in children 
no toxicology studies were conducted in young animals. 

4. Bioavailability and human pharmacokinetics: 

4.1 Bioavailability following IM injection: 

An intramuscular injection of 6 mg/kg (dissolved in 
saline?) was 100% bioavailable. No data were provided 
concerning bioavailability following reconstitution 
with lidocaine. 

4.2 Human pharmacokinetics: 

Young healthy adults: 3 mg/kg or 200 mg 
IV 

Cmax variable, depending on speed 
of injection; On completion 
of distribution phase (3 h) 
plasma levels same as after 
IM injection 

AUCO-oomg.h/L 576 

single dose: 
IM 

7.12 µg/ml 

645 
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Tmax at end of injection 4.1 h 
T~ -------------- 70 - 100 h -----------------
V ------------ 0.68-0.83 L/kg ---------------
P~otein binding Approx 90% 

Following IM injection of 3 mg/kg (6 doses over 5 
days; first 3 doses 12 hourly) trough levels on day 5 
were 5.4-7.3 µg/ml (suggesting cumulation; Cmax on day 
1 was 7.1 µg/ml whereas on day 5 it was 12.1 µg/ml) 

No information on kinetics of 6 mg/kg IM. Information 
on 6 mg/kg (800 mg) IV single dose was limited but 
suggests kinetics similar to 3 mg/kg IV single dose. 

Information on multiple doses inadequate. 

Impaired renal function: 

Crcl < 60ml/min 
< 10 ml/min 
unchanged 

t~ & AUC prolonged almost 50% 
t~ & AUC nearly doubled 

CAPO or haemodialysis did not affect kinetics 

Elderly patients: (mean Crcl <51.3 ml/min) 

Dose 6 mg/kg; data limited; suggestive of higher AUC 
and prolonged t~. 

Children: 

Data inadequate; no information on plasma 
concentration; t~ in boys (2-13 yrs age) ·se.2 h; 
girls (4-12 yrs age) 20.4 h; neonates (full term) 
30.3 h. 

Tissue penetration: 

Poor penetration into CSF, peritoneal fluid, 
subcutaneous fat, and RBC. Levels in bone and plasma 
similar (approx 7 µg/ml after 3 mg/kg). Levels in 
joint fluid, lungs were lower (around 4 µg/ml). Data 
concerning levels in pleural fluid inadequate but 
suggest some penetration. 

No data on: 

i) kinetics in patients with impaired hepatic function; 
ii)metabolism, urinary concentrations or drug interactions. 
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Almost all isolates Staph aureus (methicillin 
sensitive/resistant), Staph epidermidis, a few other 
staphs, some streptococci or a few enterococci. 
Claimed clinical efficacy against all gram positive 
infections is, thus, not supported by data. 

5.2 Clinical safety: 

Trials were generally poor in design and/or execution 
and data collection less than satisfactory (in some 
cases probably due to the type of population studied). 
It is unclear from the clinical evaluation report 
whether teicoplanin was given ·as a bolus or as slow 
infusion in the reported studies. The largest coherent 
study was in patients with bone/joint infections in 
which 342 patients appear to have been assessed for 
safety. Approx 17% discontinued due to adverse drug 
reactions (ADR). Teicoplanin caused hypersensitivity 
reactions in approx 28% cases; there were also 
instances of hepatic, renal and ototoxicity as well as 
haematological toxicity. Comparative ADR data against 
vancomycin do not appear to have been gathered. Hence, 
there is no evidence to show that teicoplanin is any 
safer than vancomycin. Toxicity profiles appears to be 
qualitatively similar to vancomycin. 

5.2 Clinical Efficacy: 

5.2.1 Endocarditis: Data: Two pivotal studies; one 
non-pivotal study. 
Pivotal studies: i) Study 102-013: open, 
non-comparative; 31 evaluable patients; Dose: IV; 
Varied during the course of the trial; initiated at 6 
mg/kg 12 hourly for 3 doses then 3-6 mg/kg 12 hourly; 
later increased to 30 mg/kg, three doses 12 hrly at 
start, then 15 mg/kg 12 hourly for Staph endocarditis 
and 6-15 mg/kg/day for non-Staph endocarditis; 
Duration (Usual?) 4-6 weeks; maximum 10 weeks. 20/31 
cured or improved; Of 11 failures 9 due to 
Staphylococci 2 due to Streptococci. 
ii) Study 102-014: double blind, randomised, 
comparative against vancomycin; 14 evaluable on 
Teicoplanin; Dose: IV; Varied during trial; initially 
6 mg/kg 12 hourly for 3 doses then 6 mg/kg/day IV; 
later increased to a maximum of 30 mg/kg/day; 
Duration: 3-4 weeks. Cured/improved teicoplanin 3/14 
(21%), Vancomycin 5/6 (83%) 
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Non-pivotal study:(102-019; Appendix 7) This study 
provided for follow up; efficacy for teicoplanin (56%) 
was lower than vancomycin (88%); trough levels aimed 
were 40-60 µg/ml teicoplanin (higher than in proposed 
product information) 

Comments: 

The open pivotal study.appears to have no provision 
for proper follow up; double blind pivotal study and 
non-pivotal study (both with provision for follow up) 
indicate lower efficacy for teicoplanin. Both pivotal 
studies combined dose finding with efficacy. Separate 
efficacy analysis, for the various doses used in the 
studies, was not provided (although lower doses are 
stated to be ineffective). Optimum dose, thus, has not 
been established. Trialists aimed to achieve/maintain 
teicoplanin trough plasma levels at 20, 25 or 40-60 
µg/ml. No kinetic data were provided on dosage 
regimens which will attain/maintain these trough 
levels. No data provided on use in vancomycin 
resistant/intolerant patients. 

5.2.2 Skin and soft tissue infections: Data: One 
pivotal and two non-pivotal studies. 

Pivotal study: Study 102-007: randomised, comparative 
arm against cefazolin, and a non-randomised arm; 
Initial dose 6 mg/kg loading followed by 3 mg/kg/day; 
later doubled. Ninety percent of patients were on 
concomitant antibiotics for gram negative/anaerobic 
cover (most commonly metronidazole or aztreonam but 
also others) . 

Randomised arm: 44/50 (88%) cured/improved with 3 
mg/kg/day IM teicoplanin; 30/32 (94%) on 6 mg/kg/day. 
With IV teicoplanin 63/66 (95%) cured/improved on 3 
mg/kg/day and 38/39 (97%) on 6 mg/kg/day. 
Non-randomised arm: 138/151 (91%) were cured or 
improved on 3 mg/kg/day and 30/30 (100%) on 6 
mg/kg/day. 

Non-pivotal studies: i) Study 86/12/1: (Appendix 9) 
MRSA infections (mainly cellulitis), using 6 mg/kg/12 
hrly for 3 doses and then 6 mg/kg/day for 10-14 days 
showed teicoplanin to be as effective (86%) as 
vancomycin (97.6%). 
ii) Study 102-001 & 002: (Appendix 8) included some 
skin and soft tissue infections amongst a mixed bag of 
infections; only overall cure/improvement rates were 
cited in evaluation report. Efficacy for individual 
infections (eg skin/soft tissues etc) not assessable. 
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Conunents: 

Teicoplanin was not used as monotherapy in the pivotal 
study and it appears that there were many cases with 
mixed infections whose individual roles remain 
undefined. Information concerning use of combination 
therapy in non-pivotal studies is unclear. Pivotal 
study was designed as a dose finding cum phase 3 
efficacy trial with changing dosage regimens during 
the trial. Appropriate dose remains undefined. 
Efficacy analysis of various doses was not provided 
and bases for using high or low doses are unclear. 
IM and IV routes appeared to be equally effective in 
this trial. Proportion of MRSA isolates was not stated 
(except in the non-pivotal study 86/12/1 on MRSA 
infections). No data on efficacy in patients with 
vancomycin resistance/intolerance. 

5.2.3 Bone and joint infections: Data: One pivotal 
study; two non-pivotal studies. 

Pivotal study: Study 102-012: Dose variable (see 
Appendix 6); Duration: osteomyelitis 6 weeks; septic 
arthritis 4 weeks; 

Osteomyelitis: Of 90 cases of acute and 79 of 
chronic osteomyelitis cure/improvement occurred in 
90 and 89% cases respectively irrespective of dosage 
regimen. 
Septic arthritis: response rate was poor with 6 
mg/kg/day dose but improved to 94% with 12 
mg/kg/day. Numbers on each dosage regimen not 
stated. 

Non-pivotal studies: Studies 102-001 &002 and 86/12/1: 
Some patients with osteomyelitis or bone/joint 
infection but data not analysed separately for 
osteomyelitis and bone/joint infections (refer 
Appendices 8 & 9). 

Comments: 

Data indicate that a dose of 6 mg/kg/12 hrly for 3 
doses followed by 6 mg/kg/day for 6 weeks (max 10 
weeks) was effective in the treatment of 
osteomyelitis. Septic arthritis responded to double 
this dose. 

5.2.4 Bacteraemia/Septicaemia: Data: One pivotal 
study; some data of non-pivotal nature in 2 studies 
(102-013 and 102-014) plus some information in two 
other studies (refer Appendices 8 and 9). 

l 



6. 

7. 

-7-

Pivotal study: Study 102-009: Randomised, double 
blind, comparative against vancomycin; 60 on 
teicoplanin evaluable. Dose 6 mg/kg/12 hrly 3 doses, 
then 6 mg/kg/day; Duration 10 days. Cure or 
improvement in 80% cases with both teicoplanin and 
vancomycin. 
Non-pivotal data: Studies 102-13 and 014 showed 20/22 
cured/improved with teicoplanin; however doses 
actually used in these patients cannot be clearly 
identified. Studies 102-001 & 002 and 86/12/1 
(Appendices 8 & 9) cannot be assessed for this 
indication. 

Comments: 

Both teicoplanin and vancomycin were equally effective 
in bacteraemia/ septicaemia. No data on efficacy in 
vancomycin resistant infections or vancomycin 
intolerant patients. 

5.2.5 Other infections: 

No evaluable data provided on treatment of urinary 
tract infections, respiratory tract infections or 
treatment of peritonitis using peritoneal dialysis 

Product information: 

under negotiation 

Delegate's conclusions and proposed action: 

i) Quality of submitted clinical data and clinical 
evaluation report (despite discussions with evaluator) 
leave much to be desired. Quality of toxicology data were 
also less than satisfactory. 

ii) No evaluable efficacy or safety data were provided 
concerning use in children. Kinetic data in children is 
contrary to physiological expectations. 

iii) Dosage regimens used in various clinical trials appear 
to have been altered frequently during the course of the 
trial. No clear analysis of efficacy and safety was 
provided for the individual dosage regimens used in the 
various reported studies. Data analysis were not provided 
to establish that in Staph aureus endocarditis 20-25 µg/ml 
and in other infections was 10 µg/ml were the desirable 
plasma trough concentrations to aim for. Kinetic data to 
establish dosage regimens which would achieve these trough 
levels were also not provided. Optimum dosages remain 
unclear. 
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iv) Information concerning duration of treatment in the 
reported studies was confused and inadequate. The evaluator 
has recommended treatment durations as a guesstimate only. 

v) No data were provided to define a population whi ch 
could be treated appropriately by the IM route . Af t er the 
distribution phase (following IVI) plasma 
time-concentration curves were identical for IV and IM 
r outes. 

vi) Proposed dosage regimen for patients with impaired 
renal funct i on (normal dosage for 3 days then r educe) has 
not been justified with supporting evidence. 

vii) No efficacy data ha ve been provided for a number of 
proposed i ndications. Data, at best, support use in the 
t reatment of Staph aureus infections of bones, joints and 
blood not r esponding to less toxic antibiotics (as is 
largely the case for vancomycin) . 

viii)The following options are put before the Committee for 
comments: 

Option 1 : 

That the applicat i on for registration o f teicoplani n be 
rejec ted in view of the many deficiencies in data a s s tated 
above. 

Option 2 : 

That teicoplanin be approved as follows for the treatment 
of serious infections due to s t aphylococci or streptococci 
which cannot be treated satis fac t orily with less toxic 
ant ibiotics, including beta lactam antibiotics : 

Bone : osteomyelitis 
Joints: s eptic arthritis 
Blood : non- cardiac bacteraemia/septicaemia 

Option 2 is favoured by the delegate a s data appear to 
support the proposed limited use. 

, EU2 
(EVALJMAIN 4537 

COMPUTER UPDATED 

ENTERED WTA: Je~ 
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C/No: Date: ~ 1 \ co\Ct3 cu . ,s6.J. 
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PRODUCT INFORMATION 

TARGOCID . , 

i)e,+ ! 1 u.~ ·"' ,._ ~ 0 J-:., ~ 
-o'.,j::j_-u,\;.:~ r<.,). ~ Coropositio•· Toieep!ft!tt<l 

rTEICOPLAN!Nt 5"' '"tJ;:.:--.) 

i~~t7r ·~:~~. ~r~. Actio•s: An,; ffiisrelaia!-
\ --~, ...,,_,._. Microbiology: , ~ .._ .. 

k ... -~<. ,AM<'~ 

\r 
j;:'.t t:· · u... ~ Teicoplanin ~ef\sraUy bactericidal,(on growing populations ofLGram-positive organisms·, 

~ridclal syt1ergism htt:t been~eirSml-tCth:itlt m1ri~es ~ c,-... ~ 
~· .,t, ·tu"\*'~ a--J.. ~~ ""'~.-:- \ ; 

~

('A-. ""'~.· • 3-_1;-...,.,,·., 1n" 

'.. ..... ~ o.-J_ o-,.... GAe step resiEtWfi~G te t0isep'laaiR Ras Aet been obtained in vie, o. 

~r°' 
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Some cross-resistance is observed between teicoplanin and the glycopeptide vancomycin , 
.im.QRS ei.:it0reeeesi. 

Teicoplanin has shown no cross-resistance to beta lacram antibiotics, macrolides, 
aminoglycosides, tetracycline, rifampicin or chloramphenicol. 

Pharmacokinetics: 

In man, the plasma level profile after inrravenous adminisrration indicates a biphasic 
distribution (with a rapid distribution phase having a half-life of about 0.3 hours, followed 

y a more pro onged distribution phase having a half-life of 3 hours), f.eHo 1,cd by a slu w 
eliru.foaties (·a,itll •a \i:limination half-life 1'\,i 70-100 hours);. The apparent volume of 
distribution at steady state is similar ro total body water. 
i.e. 0.6 L/kg. The v~!~rne of discrihution hi: eAilfl.ren i.s not sobstttutiaH) diffucnt f10m 
~Rat in adults. 

Approximately 90-95% teh.:o lanin is bound v,ith ,,cJ:lt affinicy to plasma proteins. 
e1coplanin penemnes ~ into blister exudates aael i;Ho jgiqc fl.yi<:\; it pencuutes 

ucub.epltiis aBd ctchanccs ~heix Sa<>'tGfkiGal aeti..ity, it docs 11ot pcncu.rte tcd blood eell.s. 

'A'flefl ac:lministered parenteroHy, t!.1.~ ~tabolic transformation is minor, about 3 %; about 
80 % of administered drug is excreted in the urine~ 0- \ ~ ~ c..)1....~ ~ , 

'Fhe @limiflatieu ef teiee,planin Flem plaJma is prelent:.cd with a ternctuat half-life of 
• @liFAiflatieiu in IJ!Jll of 79 too Ae1:1B. 
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Indications: 

·terial infections. even in those 
resistant to sta nrd therapy (incl mg merhicillin a 

cephalosporins) r who are allergic to p rciUins and cephalo orins. Such. infec · ans 
include endoc ditis, septicaemia and teomyelitis, respirat infections. skin a soft 
tissue infect" ns, urinary tract infec · s and peritonitis ass iated with. chronic a ulatory 
peritoneal rnlysis (CAPD). 

Targa d is also recomm (led for prophylaxis 
Gra -positive organi s would constitute a 
ca diac, dental o rthopaedic surgery). 

Contra~indications: 

in ose patients in who infection with 
zard (for example in atients requiring 

Targocid is contra-indicated in patients with known hypersensitivity to the drug. 

Warnings and Precautions: 

Periodic haematological studies, and renal and liver function tests are advised during 
}\ prolonged treatment. tferial renal and auditory function tests should be undertaken in the 

following circumstances: 

Prolonged treatment in patients with renal insufficiency. 
Concurrent and sequential use of other drugs which may have neurotoxic 
properties. These include aminoglycosides, amphotericin, cyclosporin, cysplatin, 
frusemide and ethacrynic acid. ~~ 

0.,..,.. "" ~ ~~ .l.t.. = tt,. "-"'-~ '* 111::.,, -- -· ,r .....:tt. 
However, there is RS e, icle1<hv0 sf 9) l"lergiarie tsxk:cy mitR theMe e:eFHflHlations and 
Targocid. 

Targocid should be administered with caution in patients known to be hypersensitive to 
vancomycin since cross~sensitivity may occur. However, a history of the "Red Man 
Syndrome" that can occur with vancomycin is not a contra-indication with Targocid. 

Use in Pregnancy and Lactation: (Use in pregnancy category B3) 

Reproductive studies in rats and rabbits with subcutaneous doses up ro 200 mg/kg/day and 
15 mg/kg/day respectively did not reveal teratogenic effects. Teicoplanin was associated 
with an increase in the number of stillborn pups when rats were trea.ted with 

, subcutaneous doses ;:;: 100 mg/kg/day. Pup weight was reduced at all doses tested (SC 
doses ,::; 10 mg/kg/day). It is not known if teicoplanin is excreted in breast milk during 
lactation. 

2 
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Turgocidvo should not be used during confirmed or presumed pregnancy or during lactation 
unless the benefits outweigh possible risks. 

Carcinogenesis and Mutagenesis 

Long-term studies in animals to evaluate the carcinogenic potential of teicoplanin have not 
been performed. Teicoplanin was negative in assays evaluating the potential to cause gene 
mutations, but assays to evaluate the potential tO cause chromosome damage have not been 
perfonned. 

Adverse Reactions: 

Targ,;;,sid is. 0 cacrnlly well tolerated. The following adverse effects have been reported, 
but , ,~o1m1I te!.nir.~Aehip has uot been cstabli:s\.cd U: all::sJtS.S. 

Local reactions: pain, phlebitis, redness. abscess ~ , 
Hypersensitivity: skin rnsh, eryrhema or prurirus,,.. fever, bronchospasm or 

anaphylaxis ;..,..~ ~ 
Hepatic: tt1As:ieiH a9Aem,a:!it) ef transaminases and/or alkaline phosphatase · ' 
Haematologic: eosinophilia, thrombocytopenia, leucopenia I ... ~ 
Renal: ~ rise in serum creatinine, l,.l,.-l u.-...... 1 o-c..,....J:;. ~ 1)- - - -
Gastrointestinal: nausea or vomiting, diarrhoea 
Nervous system: dizziness, headache 
Auditory: ~ hearing loss, tinnitus,'*,, e::1tibt1lfrl SisaFefer '\J~ 

" duration of t erapy varied wi the indication the following le summaris s 
ems reported d 'ng these studi 

FREQUENC •S OF KEY A VERSE EVEN S STRAT!Fill BY DOSE 

DOSE <5 g/kg 5-JOlriglkg 
~269) ( -598) 

Advers Event % % % % 

Rashes 12 4.5 43 7.2 _g 13.2 8 6 ) 

Fever 6 2.2 30 5.0 21 9.9 10 8.2 

Prur· us 5 l.9 16 2.7 6 2. 4 3.3 

Ri ors 0 0 17 .8 8 .8 6 

i,arrhoea 7 2.6 20 3.3 7 3.3 4 

Nausea &/or omiting 8 3.0 30 5.0 19 9.0 7 

Overdosage: 

Treatment of overdosage should be sympromacic. Tekoplanin is not removed by 
haemodfoJysis or peritoneal dialysis. 

3 



Dosage and administration~ k ~.1- '-. s....., U--., 
N.GI st0~~ :-11 :' 1,·,..._~, 

The reconstituted Turgocid inJection should be administered .Qireetl) either intravenously 
er iRt:I".ll+IHSCUhli:ly. fatrcP.•8R01:i9 BeJing may be JJpid OVCI Ofle ffdnt::ite, er liiOIC sio .. t'.,I by 

~ !,o~ r mtus10nZ DQs.ige is BSt:tall) 011cc daily but a second dose ma~ be ,;i,eu en the fi:13t Bay, 
for i::apict attaiAFAeRt ef high plasma lc,e!J. 

Ao....llJ'l':UUUs.culru:,.i.ojeclioo-<>f...,,,;.,')!lla,,ii,.46,i!e-;w_;."""'ceed...1..,nL,<'10(1.-m!,,_,,r.r-sin:gle 
ent.:e of shock o hypovolaemia I . administrati should be avoi if 

in avenous clministtation is ossible. Initfo. loading dose should be admi stered 
i traveno y and intramusc ar adminism1.tio eserved for m· ntenance dosing a ter 3 or 
4 days epending on che mical situation an response to th rapy. 

In moderNe iefecricr (e g. septicaemia/bacteraemia, acute or chronic osteomyelitis) 
treatment should be started with 400-800 mg (or 6-12 mg/kg) by the LV. route 
every 12 hours for l day; on subsequent days the dose should be 400 mg (or 6 
mg/kg) daily. 

Heii11mn ,, c c i11fcu,ion (septic arthritis and ilH:eleeetrBitis) 

Patients with septic arthritis should receive 800 mg (or 12 mg/kg} every 12 hours 
for 3 doses then a daily maintenance dose of 800 mg (or 12 mg/kg). 

0 

maintenance dose of 0-

Elderlv Patients: 

As for adults. If renal function is severely impaired, the instructions for impaired 
renal function should be followed. 

-€/ttMren: 

c!;:~· .·inc 
t!*r;~ U[JC 
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( 

sernrn ,·enceaa:at4ens above 10 µg/mL me achieved {Ot 20 µg/mL in S. amens 
enae~e:iditis). 

',l;fh1n1 !i~PJm ce1tt..:c11u atiuus of teicopJanitt me mouito1ed iu moderate se, ere iafectie,nsr 
trough levels (immeEiit1:1£lJ befme the sub.sequent dO:seJ shuatd be abo.c 10 ):lg/mk. 

'Fbe majerlty of pajcats wtth infeetiem.i e::i:used by mgafl:isms &1;;:1.sitl"e to teicopl1PiH show 
.i th~raf'e11tie tCsponsc within 4S-'72 hours. While the total duration of therapy is 
detennined by the type and severity of infection and by the clinical response of the 
patient, the following periods are often appropriate: 

S11perfa:it1:l iufcctions 
Uncomplicated bacteraemia 

~==<""''-"'"""'. m· s-. septic arthritis 
and osteomyelitis 

l : .:eeks 
2-4 weeks 

3-6 weeks 

Patientl) with Renal [mpairrnent: 

[ 

For patients with impaired renal function, reduction of dosage is not required until 
the fourth day of Targocido» treatment. Measurement of the serum concentration of 
teicoplanin may optimise therapy {see "Dosage and administration"). 

From the fourth day of treatment 

Proo!tv!axis: 

..... A 8ults. 

in mild renal insufficiency: 
creacinine clearance between 40 and 60 mL/min, Targocid® dose should be 
halved, either by administering the initial unit dose every two days, or by 
administering half of this dose once a day. 
in severe renal insufficiency: 
creatinine clearance less than 40 mL/min, and in haemodialysed patients, 
Targocid11 dose should be one third of the normal either by administering 
the initial unit dose every third day, or by administering one third of this 
dose once a day. Teicoplanin is not removed by dialysis. . . . 

5 
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METHOD OF PREPARATION 

1 

E.lc.'I Ylal coo:.1:ns TE!COPt,ANIN. 

Elcn AMPOULE tcnl3Jns Sll)lllt Wa.Jr,t 
/0( 111/1:!CllOllS. 

/1 
~- WITHOAAW A..l,1. :tl4 Waltf Iron :n, I 
~ am~ With a synoqa . _ 

SLOWLY inject all :ht water 
into l!le Villi; 31Xlll 0.2. ml o/ 
wa1er wtll romain 1n the 
S')TlllQ!I. 

GEN11.Y 1dl 1nevialberween 
:!'Iii h.JMS until the oc-wder 1s 
ccmoletely ai$$0h'Cl:I. oawig 
anennon :o avo1C1 tM lcrma-
tioo ol loam. · 

Q IT JS IMPORTANT TO 
ENSURE IliAT AU. 11-IE 
POWDER IS OlSSOLVED. 
EVEN THAT NEAR THE 
STOPPER. 

,. Withdraw the 
!e1coplan1n 
~tc:n*1hr-, 
!rom lhe v~. 
1rymg 101eco­
ver m~t ol it 
!lypl:U::rt(Jt/le 
nrecle ,n the 
cootral cart ol 
the ruotier 
SICl)Pef. 

7, The cor.centratton o! a CJSe­
luUv preoareo $Oluuon""i\ be 
100 mg ,n 1.5 ml 111cm !ho 
::00 mg v.JJI and ~CO mg ,n 
3 ml ttrom tha 400 mg ~IJll. 
&,.lll;r,q tl'l>S ,0\11100 Woll 
c:uise me tcm1a1100 ct loam 
1\11,;h ·MIi ma.'<.e ,t artfio.HI :o g "'~•mo"'"'"'"'~• Ne-vermeie"- ,r te1coo,iamn 

i 
hu been e::rnotetely cw.cl· 
veo the loam ::Ices no! 
cnange !he croci:ntrauon ol 
tti11 $0kl~on w111cn w~l1emam 
100 mg in 1.5 ml (from tM 
200 mg VI.ill a .10Q mg in 3 
ml (from :he .10Q mg Y1:i.l). 11 
tflt S<ilucon :!= ~eccme 
toomyt/len 1l Sll!.'Jld l:1e!ert to 

. mnd la :ibC>Jt 15 mmutes. 
n it impona1111t1at tne $Olu• 
tion 1~ carecnv greQ;lled and 
ca,eiutly .,,.,tncrav.11 u,10 lhe 
~Yflrigo; pm:,:ir.iuoo, :nat ;ue 
not care/lJ!ly e.1.CC\l'led can 
lead •o in, 1cm,mS1JaD«I ot 
1u.s t/lari so,,, ot ~e do::ie. 

7 

Preparation of Injection: 

The entire contents of the water ampoule should be slowly added/te the vial of Targocid, 
mid lhe vial rolled gently until the powder is completely dissolved, taking care to avoid ~~ 
oam tormauon. If the solution does become foamy, allow to stand for 15 minutes for ,e.,..:t;... 

foam to subside. I atisfactory potency o t e reconstituted injecnon is retained for 48 ~ 
~ hours at/.JGGm ·emI3eraumJ and for 7 days at 4•c. t....b. -

'"'-~ ~ ....,....t:,..; - -- ""o/-.,J!. 1 ~. ~ 
The reconstituted solution may be injected directly, or alteI"natively diluted with:a....., If/ 

tt..~~:- Q 0 
- 0.9% Sodium Chloride solution 

Compound sodium lactate solution 
...;.lf: ti:. ~ ~ 

If necessary~solutions£may be stored at 4°C for up to 7 days. Solutions left at room 
temperature for longer than 24 hours should be discarded. 

5% ~ solutio~ ~ . 
0.18% Sodrnm Chlonde and 4% ~ solutto':.~) , n, Q...~ o::\ '-i c_,,,,._.\ 

~ti:.....ll-...~C..~ ~1l -
'Fhe5e SOiutions,..should be used within 24 hours; solutions kept longer than 24 hours 
should be discarded. 

p ton 
our. 

stable for p to 23 days 
solutions c 'ning insulin or h 

at Teicoplanin s also stable m 
rin at body temp ature (37°C) r 43 

Presentation 

* 

Targocid 100 mg- 5 mL vial containing lyophilised 125 rn{ teicoplanin and 14 mg 
sodium chloride with an accompanying ampoule Water for Injections (Ph. Eur.) 

Targocid 200 mg- 10 mL vial containing lyophilised 220mg" teicoplanin and 24 mg 
sodium chloride with an accompanying ampoule Water for Injections (Ph. Eur.) 

Targocid 400 mg- 20 mL vial containing lyophilised 460mg" teicoplanin and 24 mg 
sodium chloride with an accompanying ampoule Water for Injections (Ph. Eur.) 

An overage is included to allow withdrawal of the correct dose. 

M~/~~' 
Vt1.rt~rnr iRfeFmatisA a, a1lable f : 11 Marion Merrell Dow Australia Pty. Ltd. 
Unit l, 25 Frenchs Forest Rd. East 
Frenchs Forest 

· NSW 2086 

1_0/93 
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