United States Food and Drug Administration
New Orleans District Office

Notice of FDA Action
Entry Number:; 112-8992979-0 Notice Number: 2
September 28, 2010
Importer: )
> <
Port of Entry: : Memphis, TN
Carrier: &S - .

Date Received: Sepfembr 20, 2010
Arrival Date: September 17, 2010

Filer of Record:
Consignee:

COMMERCIAL ENTRY CLOSED

Summary of Current Status of Individual Lines

Qy_antity.__._"_" _.___mgurrent Status

*  001/001 688760418241/THIOPENTAL (B)(@) Released after Detention 09-

SODIUM ‘ 27-2010

* = Status change since the previous notice. Read carefully the sections which follow for important information
regarding these lines.

@ = Consignee ID

This is the final notice concerning entry 112-8992979-0. Any status changes are reflected in the Line summary and
line detail sections.

DETENTION

The following products are subject to refusal pursuant to the Federal Food Drug and Cosmetic Act (FD&CA),
Public Health Service Act (PHSA),or other related acts in that they appear to be adulterated, misbranded or
otherwise in violation as indicated below:

Line ACS/FDA =~ ProductDescripion ~ ~~~~ RespondBy
001/001 688760418241/THIOPENTAL November 1, 2010
SODIUM

FD&CA Section 505(a), 801(a)(3); UNAPPROVED NEW DRUG
The article appears to be a new drug without an approved new drug application. Unapproved drug w/o written
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TABS: ." \ 4 \ 2B Vv ‘ VvV Vv

‘ A ENT OF THE TREASURY Form App
DETJNﬁ'E'g‘STATES cugT%MST SERVICE OMB No. 1515-0069

ENTRY/IMMEDIATE DELIVERY  ,n1 cERTIFIED N

AIR EXPRESS

TEL:
18 CFR 1423, 142,16, 142,22, 142,24
1. ARRIVAL DATE 2. ELECTED ENTRY DATE 3. ENTRY TYPE CODE/NAME 4. ENTRY Nl_lMBER
091710 (b)4 112-8992979-0
6. PORT @ SINGLE THANS, BOND 7. BROKER/IMPORTER FILE NUMBER

G
8 CONSIGNEE NUMBER J

NAME /ADDRESS

2095

IMPORTER NUMBER

CARRIER CODE ' 13. VOVAGEIFLIGHTTAIP

15. VESSEL CODE/NAME

18. U8, PORT OF UNLADING 17, MANIFEST NUMBER 18. GO. NUMBER 19. TOTAL VALUE

2095

20, DESCRIPTION OF MEACHANDISE

PHARMACEUTICALS/THIOPENTAL
21.'|ﬂgobuagva 22, TBLUAWE NO. - mw\ »
TOTAL

M 02358486234
H 688760418241

25. COUNTRY | 28, MANUFACTURER ID.
QGF ORIGIN

GB GEDREPHA1 76 L.ON

24, H.8. NUMBER

27. CERTIFICATION 28, CUSTOMS USE ONLY

I hereby make application for entry/immediate delivery, ! cerllfy that the above I::I OTHER AGENCY ACTION REQUIRED, NAMELY:
Information I8 accurate, the bond I8 sufficient, valid, and current, and that all
requirements of 19 CFR Part 142 have bean met.

! O

09,/20/10 [ ] cusroms examinanion REQUIRED.

29, BEOKER OR OTHER GOVT. AGENCY USE
[ ] envAy ResECTED, BEGAUSE:

[J \/’7 ) DELIVERY SIGNATURE DATE

AUTHORIZED:

" avclle
e YL A5t

Paperwork Reduction Act Notice: This Information Is needed to determine the admiastbllity of imparts Into the United States and to pravide the necessary

Information for the examination of the cargo and to establish the llabllity for payment of duties and taxes. Your response (s neceasary.

09/20/10 17:50:54 [B)(4) - ) Customs Form 3461 (010180)
= FDAO00013




‘Dream Pharma Ltd. 176 Horn Lane, Acton. London. W3 6PJ
: Tel: 020 8992 7000 Fax: 020 8992 7001
E-Mail: info@dreampharma.com

Invoice Details
Number: 2668INV Date: 17-09-2010

Delivery Address

VAT no: QCurrency: GBP - Pounds 4stemng

Purchase Order: Heading: PHARMAGEUTICALS NOT RESTRICTED
Order Details

Name/Description
Thiopental Injection , powder for reconstitution, thiopental sodium, 500-
mg vial packs of 25's

Batch No: AWB022 EXP: 05/14

Statement Details

[ Goods Total: (D)

i Subtotal: [(B)E(4);

| piscount (%): ik VAT (World Zero){(B)i(4

Previous Balance:%
| Total: [(B)I41] GBP - Pounds sterling

Payment Method: Prepayment Thank You

Shipping Details

Packing: . Gross Weight (Kgf%‘_ :
Net Mnh { (a\ @A

Declaralion ‘

We centify that this invoice is true and correct. <
=\
v

Damage. shortage or leakage must be notified in writing to ourselves wilhin 3 days. Non-Delivery within 14 days. Goods remain the properly of Dream
Pharma Lid. Untif full payment has been received. Subject (o our standarg conditions of sale. ESOE

Company Registration Number. (b)g(g) VAT No
Director: M. Alavi

Page 1 0f 1
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ENTRY NUMBER: 112 8992979 0 PAGE: 1

AWB/BL NBR : | 7% (B).(@) INVOICE # 09/20/2010
LINE CONSOL. WORKSHEET 05:55 PM
ITEMS MARKED 1 C/O- GB LINE VALUE- GBP
TARIFF # , AHEE
TY 1: KG_

* % * %

& %k ok

*%*%* END OF REPORT ***
FDA000015
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AWB/BL NBR : |23 E(0)A) 1 INVOICE #
SHIPPER : DREAM PHARMA LTD
ITEM MARKED REFERENCE

INVOICE ITEM TARIFF COUNTRY
LINE# MARK NUMBER OF ORIG. RATE OF DUTY
1l 1

#%% END OF REPORT **%#%

PAGE: 1l
09/20/2010
05:55 PM

VALUE~-GBP
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-2016 12:37 From:
Thiopenta) injection - electronic Medicines Compendium (eMC) - print frigndly

Archimedes Pharma UK Ltd

250 South Oak Way, Green Park, Reading, RG2 6UG,
UK

Telaphona: +44 (0)118 931 5050

Fax: +44 (0)118 931 5056

Wwwi hittei//www.archimedesoharma.com

Bafore you contact this compaay: often several
companles will marker medicines with the same active
ingredient. Please check that this Is the correct
company befora contacting them. Why?

Summary of Product Charactaristics last updated on tha eMC: 0052004

Thiopental injection

1. NAME OF THE MEDICINAL PRODUCT
Thiopental Injaction B8P

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Thiopental Sodlum BP S00mg

3. PHARMACEUTICAL FORM
Praoze-dried powder for solution for Injaction in a vial.

4. CLINXICAL PARTICULARS

4.1 Therapoautic Indications

1. Thlopental Is usad for the Induction of general anaasthasia and is diso used a8 an adiunct to provide

hypnosia during balanced anaaesthesia with other anaesthetic ageats, including analgesics and muscle
relaxants, .

2. Thiopental Is also used as an agdfunct for control of convulsive disorders of various aetlolagy, Including thosa
caused hy tocal anagsthatics.

3. Thiopantal has now been used to reduce the Intracranial prassure In patients with Increased intracranial
pressura, If controlied ventilation s provided.

4,2 Pasealogy snd mothod of administration
Tntravanous injection.

‘Thiopental Injection BP Is adminlgterad Intravenously normally as a 2.5% w/v (500m9'ln 20ml) solution, On
occasions It may be adminlstered as a 5% w/v solution (500mg In 10mi).

Tha ingravanous Injection preparation should be used after reconstitution of the sterlle powder with Water for
Injections, usually to produce a 2.5% w/v solution 8nd this should be discarded after seven hours.

Uzo In anacsthasis

Normal dosage for the Induction of anaesthasla is 100mg to 150mg injected over 10 to 15 sacoads. If
necessary a ropeat dose of 100mg to 150mg may ba given after ona minute, No fixad dosage
recommendations for the Intravenous Injection ¢an bg given, since tha dosaga will naed to be carefully
adjusted acgording te the patient’s response. Factors such as age, sex, and weight of the patient should be
taken Into consideration, Thiopental sedium reaches effective concentrations In the brain within 30 seconds
and anaesthastd Is normally produced within one minute of an introvenous dose.

http://www.medicines.org.uk/EMC/printfriendlydocument.aspx?documentid=14338&comp... 20-09-10
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20-SEP-2010 12:37 From: au\D Lo P.274
Thiopental injection » electronic Medicines Compendium (eMC) - print (riendly Page 2 of 4

Adult
100mg to 150mg intravenously over 10 to 15 seconds, normally as a 2.5% w/v solution,
A repent dose of 100mg to 150mg may be glven after ona minuce.

The Intravanous injection should be given siowly and tha amounts given titrated agalnst the patient's response
to minlmise the risk of respiratory depression or the possibility of overdesage. The avarage dose for an ndult
of 70kg 13 roughly 200mg Lo 300mg (8mis to 12mis of a 2.59% w/v golution) with a maximum of 500mg.

Childron

2 to 7mg/kg hodywelght, intravenously over 10 to 15 secands, narmally as a 2.5% w/v solutlon, A'repea:
dosa of 2 to 7mg/kg may be glven afer one minute, The dose I5 2 to 7mp/kg basad on tha patient’s response.
The dosa for children should not axceed 7mg/kg.

Elderly
Smaller aduit doses are advisable.
uUso In convulsive states

75mg to 125mg (3mis to Smis of a 2.8% w/v solution) should be glven as soon as poesible after the
convulslon begins. Further doses may be required to control convuisions following the use of a local
anaasthatlc. Other regimens, such as the use of Intravenous or rectal diazepam, may be used to control
convuisiva states.

Use In naurologlcal pationts with raised intracranial prossure

Intarmittant balus Injectlons of 1,5 ta 3mg/kg of bodywelght may ba given to reduce elevations of intracranial
prassure If controlled ventliadon is provided.,

4.3 Contraindicationa
Thiopantal Is contraindicated in resplratory obstruction, scute asthma, sevare shock and dystrophla
myotonica. Administration of any barbiturate is contraindicated in porphyria.

Care should also be exarclsed with severe cardiovascular diseases, savare respiratory diseases and
hypertension of varlous aetlology.

Patlents with hyparsansitivity raactions to barbiturates.
4.4 Spoglal wamings and precautions for use

Speclal care Is needed In administering thiopantal to patients with the following conditions:= hypovolaemla,
gevere haemorrhage, burns, dehydratlon, severe anaamla, cardlovascular disease, status asthmaticus, severe
livar disense, myasthenia gravis and musecular dystrophies, adrenocorticel insufficlancy (even when controllad
by cortisone), cachexia and seveére toxaamia, roised Intracranial pressure, raised bloed urea, ralsed plasma
potassium, matabollc disorders e.g. thyrotoxicosls, myxoedema, dlabetes.

Thiopantal may precipitate acute circulatory fallures in patients with cardlovascular disease, particulary
constrictive paricardits.

Yhiopental con chuse respiratory depression and a raductlon In cardlac output.
Headache 15 also reported with the use of barbiturate anaesthetics.

Reduced doses are recommendad In shoek, dehydration, savara nnaemla, hyperkalaemia, toxaemia,
myxoadema or other metabollc disorders. Thiopental sedlum Is matabofised primarily by the liver so doses
should be reduced In patients with hepatic impairment. Reduced doses ara also Indicated in tha aldarly and (n

hutp:/fwww, medicines.org.uk/EMC/printfriendlydocument.aspx?documentid=14338&comp... 20-09-10
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Thiopental injection - electronic Medicines Compendivm (eMC) - print fr Page 3 of 4

patients who hava been premedicated with narcotic analgesics.

Thiopental has been shown to Intaract with sulphaturazole. Reduced Initlal doses may ba raquired to achieva
adequata anacsthasia, but repest doses may also be necessary to maintain ohaesthesla,

Increasaed d65e3 may be necessery in patients who have eithar an habitustion or addiction to alcohol or drugs
of abuse. Under these circumstances It Is recommandod that supplementary analgesic agents are used.

Accidanta! intra-artarial injection of thiopental causes severe arterial spasm and an Intense burning pain
araund the Injaction site. In the case of hccldental Intra-artarial Injection of thiopantal the neadla should be
left In-situ g0 that an Injection of an antispasmodi¢, such as papaverine or prilocaine hydrochlorida may be
glven, Anticoagulant therapy may afso be started to reduce the risk of thrombosis.

Thiopantal Injaction should ba usad with caution In patients with adrenocortical insufficlency or with raised
intracraniai pressure,

4.5 Intaeraction with othar medicindl products ond othar forms of intaraction
Thiopantal has béen shown to Interact with sulphafurazole,

It should be noted that thiopenta) will Interact with beta-blockers and calclum antagonlsts causing a fall In
blood prassura. )

‘The sedative properties of antipsychotics and anxlolytics may be potentiated by thiopental.

4.6 Pragnancy bnd lactation

Thiopental readlly crosses the placental barrier and also appears In breast mitk. Therefore, breast-feeding
should be temporarily suspended or breast mlik expressed before the Induction of anaesthesla. 1t has hasn
shown that thiopental can be used without adverse affects during pregnancy although tha totel dose should
not axcead 250mg. However, when considering use of thiapantal ¢the cliniclan should only use the drug when
the expacted banaefits outwaigh any potantial risks.

4.7 Effecta on ahllity to drive and uee machines

Post-operative vertigo, disoriantation and sedatlon may be prolonged and out-patients given thlopental sheuld
tharefore be advised net to drive ar usa machinery, espedally within the first 24 to 36 hours,

4.8 Undasirabla effacto

Laryngeal spasm may occur, together with coughing or sneezing, during the induction procedure, For this
reason it is not advised to usa thiopental alone for peroral endoscopy.

Extravasation causes local tissue necrosis and severe pain. This can be relisvad by application of an ice pack

and local injection of hydrocortisone. The $% w/v solution is hypertonic and may cause pain on Injection and
thrembophlebitie,

Allargic reactlons, skin reactions and hypersensitivity have been rarely reported,

Bronchospasm, raspiratory depression and myocardial depression or cardlac arrhythmfas may occur.

4.9 Ovardoge
Overdosaga produces acute respliratory depression, hypotansion, circulatory Paliura and apnoea. Treatment

must be artificial ventilation, lowarlng of tha patient's head and infusion of plasma volume expanders,
5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic propertias

Thiopentatl Is a short-acting substitutad barbiturate that Is more lipld soluble than other groups of barbiturates.
The drug reversibly dapresses the activity of all excitable tissues. The CNS Is particularly sansitive and

a::mallv a general anaesthesia can be achleved with thiopental without: significant effects on peripheral
ues.

hup://www.med icines.org.uk/EMC/printfriendlydocument.aspx?documentid=14338&comp... 20-09-10
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Thlopental injection - electronic Medicines Compendium (eMC) - print friendly Page 4 of 4

Thiopenta{ acts thraugh the CNS with particular activity In the mesencaphalic reticular activating system, The
barbiturates oxert differant effacts on synaptic transmission, mostly those depondent on GABA. Autonomle
ganglia of the peripheral narvous system are also depressed.

8.2 Pharmacokinetic proparties

Followling Intravenous administration, unconsclousness occura within 30 seconde and will be continued for 20
to 30 minutas ofter a single dose. Rapid uptaka occurs to most vascular arcas of the brain followed by
redistribution into other tissues.

Thiopental is strongly bound to plasma proteln, which Impalrs excretion through the kidngy. Tha matabolites
ara usvally Inactive and are then excretad. Thiapental, tharefore, whiist having a ¢hort duration of action, may
have a long eliminatlon phase.

5.3 Praclinieal safety data

Thera ara no pre-clinicat data of ralevance to the prescriber which are additional to that already Included in

| other sectians of the Summary of Praduct Characteristics.
6. PHARMACEUTICAL PARTICULARS

6.1 Ligt of axciplents
Nona

6.2 Incompatibllities
Solutlons of thiopental Infaction have a pH of 10 to 11 and are strongly 2lkaline In ordaer to maintaln srabliity,
Solutions are Incompatibie with acld, acldic salts and solutions such as pethidine, morphine and promethazine

4.3 Shalf lifo
48 months.

6.4 Spacial procautians far storaga
Do ot store above 259C. Stora rqconstituted solution batwaen 2°C to 86C In an upright position and use
within 7 hours. Use once following recanstitution and digcard any residue.

6.9 Nature and contants of contalner
20ml Type MI clear giass vials with 20mm bremylbutyl caoutchouc slliconised rubber closures.

Pack size: 25 vials per pack,

6.6 Special precautions for disposal and othar handling
Not appilcable.

7. MARKETING AUTHORISATION HOLDER
Link Pharmacauticals Limited, Bishopg Weald Hause, Alblon Way, Horsham, Waest Sussex RH1.2 1AH, UK

8. MARKETING AUTHORISATION NUMBER(S)
PL 12406/G014

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
5 Aprll 1999

10. DATE OF REVISION OF THE TEXT
January 2003

11. Legal Category
POM

hitp://www.medicines.org uk/EMC/printfriendlydocument.aspx?documentid=1433 8&comp... 20-09-10
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