Louis A. Montgomery
6542 Hypoluxo Road, Suite 114
Lake Worth, F1. 33467

August 23, 2005

Bundesinstitut fir Arzneimittel und Medizinprodukte
Attn: Unit 71, Herrn Norbert Paeschke
VIA FACSIMILE: 49-(0)228-207 - 5207

- Dear Herr Paeschke:
Please reference our telephone conversation earlier today.

| am assembling data from multiple sources to propose to the U.S. Food
and Drug Administration (FDA) that the compound benfotiamin can
reasonably be expected to be safe for human consumption.

If under the provisions of the U.S. Dietary Supplement Health and
Education Act of 1994 (DSHEA 1994) the FDA determines that
benfotiamin can reasonably be expected to be safe, | will be able to
distribute benfotiamin as a dietary supplement in the United States.

Benfotiamin is distributed in Germany under the trade name Milgamma, in
tablets of 50mg., 100mg. and 150mg., by Woerwag Pharma, GmbH, of
Boeblingen. The chemical name for benfotiamine is: S-benzoylthiamine-

O-monophosphate. The molecular formula and structure is depicted
below:

White crystals or crystalline powder. o
FORMULA: CgH2sNsOsPS  MOLECULAR FORMULA: 466.45
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Louis A. Montgomery
6542 Hypoluxo Road, Suite 114
Lake Worth, FL 33467

The following information, if available, would be very useful to me:

ok OO~

The date benfotiamin began to be distributed in Germany.
The typical daily dose for benfotiamin.

- The highest daily dose available/recommended for benfotiamin.

The gross number of doses sold annually in Germany.

Any adverse effects/events reported which could be associated with
the use of benfotiamin.

The number of adverse effects/events as a percent of total user‘s. of
benfotiamin.

An assessment by your institute as to the safety of benfotiémin for
human use.

. Any open source clinical data regarding the safety of benfotiamin

you may be aware of and can supply or direct me to.

I of course would be pleased to reimburse your expenses for providing any
or all of the requested information.

Don't hesitate to contact me if you require further explanation or
clarification. _

Mit Vielen Dank im Voraus, |

Louis A. Montgojery

Page 2 of 2 pages.
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Federa! %nstltute for Drugs
and Medical Devices

[_ BIAMM  «  Kun-Georg-Kleainger-Alies 3 «  D-5317% Bonn ]
&ﬂaln Office and Mailing Address:
Louis A. Montgomery e -Kissinger-Alles 3
6542 Hypoluxo Road, Suite 114 Telephone: +45-1808.207-0
Lake Worth; FL 33467 Telafax:  +48-1888-207-5207
+4B-228.207-5207
e-mail: poststelle@bfarm.de
Fax: 001-5616410838
L .
Your refarance and letter of Our refersnte (Plesse quots in your reply} Telephone: +48-1888-307- Bann
August 23, 2005 715-3811-110211/05 3796 Sep. 22,2005

Request for information on benfotiamine-containing drugs in Germany

Dear Mr Montgomery,

herewith T would like to answer your request concerning the marketing situation and other aspects
of benfotiamine-containing drugs in Germany. Please apologize our delayed response — my attempt
to respond to you via lou3551@aol.com has obviously failed.

ad Q1:
1978

ad Q2:
The typical daily bcnfotlammc dose depends on respective indications and varies between different
drugs (the below mentioned example represents typical dose recommendations):
» Prevention of Vitamin Bl-deficiency: 1-2 x 50 mg dragee/week
e Treatment of Vitamin Bl deficiency: 1-3 x 50 mg dragee/day
s Treatment of polyneuropathy (caused by Vitamin B1 deficiency): up to 400 mg/day (first
three weeks), afterwards up to 150 mg/day

ad Q3:
e 400 mg benfotiamine (enteral dosage forms)/day = highest daily dose of a marketed drug
¢ 500 mg benfotiamine (enteral dosagc forms)/day = h:ghest daily dose of a non-marketed but
authorised drugs.

ad Q4:
This question cannot be answered exactly, since no respective data are available to us.
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The distribution of benfotiamine-containing drugs in Germany is restricted to pharmacies. A
medical prescription is not compulsory. Based on prescription data only, for example, in 2002, a
total of 2.4 million defined daily dosages of one benfotiamine-containing drug (milgamma mono®)
have been prescribed in Germany.

ad Q5:
Within the BfArM-database (spontaneous reports from Germany; reporting source: HCPs only) the
following numbers of reports describing adverse reactions (ADRSs) observed in association with use
of benfotiamine-containing drugs have been identified (the reports were not differentiated with
regard to the causal relationship between the drug and the reported ADRSs).

 Number of ADR-reports within the BfArM-database mentioning association with use of
Benfotiamine-containing drugs:

4
¢ Benfotiamine-containing monotherapeutics: n =§8 — P‘e’a’ %‘oﬂl’ (ﬂ-ﬁ-/

s Benfotiamine-containing combination drugs: n =92

ad Q6: :
No reporting rates can be calculated since no exact exposition data are available to us.

ad Q7: '

With regard to benfotiamine routine pharmacovigilance has been performed using data from
different sources (spontaneous ADR reports, periodic safety update reports, scientific literature); in
doing so, no safety signals pertaining benfotiamine-containing drugs have been identified.

ad Q8S: ,

Respectively, the following homepages may be of interest to you.
http://www.clinicaltrials.gov/

http://www.centerwatch.com/

http://controlledtrials.com/

We hope this information is of use to you. In case of further questions, please don’t hesitate to
contact me.

Yours sincerely
(on behalf of the BfArM)
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_ 04-OKT-2805 15:@5  BFARM ABT 7 +43 228 287 3515 S.8111
Von Jérg Seebeck
An: lou1355@hotmail.com
Datum: 26.09,2005 09:19:51
Betrofé: benfotiamine_BfArM
Dear Mr Montgoméry,

with regard to the questions outlined in your last mail, piease find here the follwing answers:
the number of ADR reports mentioned in my letter represant the total number of of reports received by
the BfArM since 1978.

The second part of your "question 2" relates to the types of ADRs (hypersensitivity, etc) which have
been received in association with use of benfotiamine. Please find attached a table of all reparts
describing cases in which benfotimaine was applied in the form of a monotherapeutic (n = 18 [and not
28 as falsely described in my previous ietter])). Of these, the most important ones are those in which
benfotiamine was considered by the reporter as "suspected” or "interacting” drug - these cases are
indicated in the column “role” by the letters "s" or /"

Hoping to be of assistance.
Yours sincerely

Jérg Seebeck

Jorg Seebeck MD

Dept. of Pharmacovigilance/BfArM
Kurt-Georg-Kiesinger-Allee 3
D-53175 Bonn

Tel ++49-228-207-37886

Fax: ++ 48-228-207-3515

Email: seebeck@bfarm.de
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Fav. DO1-S61-641-0838
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Federal Institute for Drugs
and Medical Devices

Louis A. Mont2omery
6542 Hypoluxo Road. Suite 114
Lake Worth. F1 33467

Fax: (561)641-0858

Your reference Qur reference (please guote in your realy) Tel: +49-1888-307- Bonn
Dec. 30, 2005 715-3811-110211/05 -3796 Jan, Ou\ 20006

Re. request: benfotiamine/markcting status/Germany

Dear Mr Montgomery
Herewith | would like to answer the two questions outlined in your fax dated December 30. 2006,

ad 2)
The name benlotiamine (German: benfotiamin) refers to S-benzoylthiamine-O-monophosphate only
and not its calcium or sodium salts.

ad 1)
The benfotiamine-containing drugs are markctcd in (Jurmanz since 1978. From the beginning, these
drugs were available via Pharmacies without the requirement of a medical prescription. In Germany
benfotiamine-containing drugs (mono-therapeutics) are indicated for the prophylaxis and treatment
ef clinically/chemically-confirmed Vitamin-B1 deficiency disorders which cannot be treatcd
sufficienily by dictary mcasures alone. 10 additon, penrotiamine is also a component of some
mltivitamin-preparalions.

I hope this information is of use to you. In case of any questions, please do not hesitate to contact
mec.

Yours sincerely
by order

af'
Jorg Beebedk
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Line listing mit Bewertung 2
. . . . . . . - %
ITAM Counlry ource Patient ] r—l.:
Ref.no. Report type iLHeralure |Age { Sex | Weight (kg) |Pregriancy_int 8
;i;)E-BFARM-MOﬂsM fnland Sporianeoys repost 44 Year w _ v
l:?"UB identification Dosage Assoasmont G
[ﬁbﬂ!g rame {Rale ! Start {End { Rowne of Administration Daify dose Bewertung BIATM 8
1 tavanic 250 5 17-SEP-2004  20-SEP-2004 Oral 250. possible
nrz insuman rapid c Subcutaneous
:" zocor c Oral 040
novasc c Oral 010 -
lantus c Subcutaneous _y
beloc zok c Oral 001 §
atacand c Oral p24 g
plavix c Unknown 001 —
adalat c Unknown ~
Ik10|esonﬁuna c Unknown
M 1:isomal c Unknown €0z
é)h 2 vioxx c Unknowrn 025
313 migammia mono c Unknoven 150
%.3314 renagel c Unknawn 24
;151enavn ¢ Unknown ope
16 furorese ¢ Unknawn 500
#17 danoprox c Unknown 100
F#18 motum c oral
W19 calciumacetat nefro c Unknown 238
#20 Gikdolor c Unknown %
#21 bkaim c Unknown N
1422 novalgin c Redlal 001 @
;0@3 neurontin c Unknowirt g
#24 pantozol c Unknown 002 =
Soriousnoss REACTION :I‘Uj
| Seriovs © Seriousness critetia Reaction MedDRA . {Onsel i Outcorme ut
¢ Yes Marked resllessness 19-SEP-2004 Unknown
Canfusion 19-GEP-2004 Unknown
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B 17230005 Linz Vet ©
T
: []
|BIATM Country Source Patlant 5
Rel. no. Repon type ititerature [Age Sex | Weight (kp) |Pregnancy_int p[,
; i . N
 DE-BFARM-04003161 Indand Report from study 56 Year 1 51 a
|DRUG Tdentfication Desage Assegsmant s
Drug name !Role j Start {End ! Route of Adminisfralion Daty dase Bewenung BIAIM o
- - Q
&1 (onafamib s 16-APR-2003 Oral 200 possible o
¥2 phenprocoumon ¢ JUL-2003 Oral
- 23 hydromorphone c JUL-2003 Orsl 008
24 carboplatin 5 18-APR-2003 30JUL-2003 Intravenous (nol otherwise specified) possible
+#5  benfoliamine c 29JUL-2003 Oral 300 %
~#6 paclitaxel s 16-APR-2003 30-JUL-Z2003 {ntravenous (not otherwise spedfied) possible % s
; =
‘|Serlousness REACTION D
:{Serious : Seriousness critaria Reaction MedDRA iOnset ; Oulcome 3 ~
Yes  hospitalization Anaemia 08-AUG-2003 1ecoveredfiesolved -J
Weakness generalized 08-AUG-2003 recoveredfesolved
- |BfAT Country Source Patient
|Rel. na. . Report type . jLiterature jAge iSex J'Welgm (kg) {Pregnancy_int
DE-BFARM-04003103 infand Spontaneous report S8 Year m
A{DRUG idantification . Dosage Assesemeont
|Drug name i Role | Star {End ; Rotle of Administration Daty dose Bewertung BIATM
“#1 extraneal s MAY-2001 intrapesitoneal 002 possible
[ #2 unal 200 c Unknown
#3 ass 100 c Unknown
' #4 sfibene c Unknown 1";
. 85 physioneal 1.36% c Unknawn R
R
. #8 rocaltrol c Unknawn g
: #7 melolazone c Unknown )
#8 benfoizmine c Unknown S
C#9 lantus c Unknown Y
- [Serlousness’ REACTICN . &
. [Serious § Serlousness critesia Reaction MedDRA iOnset :Culcome
Yes  hospifalization " Peritonitis MAY-2D01 secovetediresolved
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[BTAM Country Source PBatiant ) 1'4

‘|Ret. no. Raporl type iLiterature |Age | Sex | Weighi (kg) {Pregnancy_int 8

' DE-BFARM-02003111 nland Report from study 70 Year f 68 8

IDRUG identification Dosage Assasament 5

".!QD’UD name " Role ; Start i End ,:Route of Administration Daily dose Bewerung BiArM @

81 mAgamena monD s 30-JAN-2002 26-FEB-2002 Oral -600 possible m

:[Seilousness EACTION
 [Serious | Serousness critera Reaction MedDRA ;iOnset I‘Oulwme
Yes hospilalization . Cerebral vascular disturbance 19.FEB-2002 recovered/resolved

Syncope 26-FEB-2002 recovetediresolved oy
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BIATM Couniry Source Patient -
Rel. o, Report type {Litnrature | Age | Sex | Weight (kg) {Pregnancy_int g
- DE-BFARM-01008602 Intand Spontaneous report &6 Year m 3
:|DRUG 1dentification Dosage Agsessmaent =
Drug name | Rote ] Stat VEnd” i Route of Administration _ Daily dose Bewertung BIArM Yl
g bt : @
“#1 zocor 40 mg 5 JUL-2001  06-NOV-2001 Orat 001 possible o
#2 sandimmun c Oral 050
#3 lendorrEn [ Oral 0Dt
#4 - imurek [ Oraf 100
#5 captopri c Oral 100 %
#6 furorese < Oral 080 I
#7 pyridoxine hydrachloride [ Oral 200 =
ho]
#3 sandimmun 100 g < Oral goz (3
“#9 insulin human c Unknown 032 3
f £10 benfotiamine c Oral 200
:#11 prednisolone c Unknown 005
 #42 aspirin c Oral 100
: 813 diamox c COral
"[Sericusness . REACYION
‘Serious ; Seriousness aiteria Reaction MedDRA iOnset iOutcome
Yes  hospitalization Rhatwlamyaolysis 06-NOV-2001 recovered/resolved
Creafine kinase increased ) 06-NOV-2001 recoveredfesolved
CPK increased ) 06-NOV-2001 recovered/iesolved =
Myoglohin urine 06-NOV-2001 recoverediresolved
Alanine aminotiansferase increase . 06-NOWV-2001 recoveredfresolved
Strength loss of 05-NOV-2001 recovered/resolved j§
Asperiale aminolienslerase increase 06-NOV-2001 recoveredftesolved 0
BUN increased 06-NOV-2001 recovereditesolved N
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Country Source Pationt
Repost type :Literalure | Age { Sex | Weighl (kg) {Pregnancy_{nt
DE-BFARM-01003601 Inand  Sponlaneous report 66 Year m 97
'DRUG Tdentification Doszaga Assasament
1 Drug name i Role ; Start { End j Route of Administration Daily dose Bewerlung BIArM
migamma mono 150 5 02-APR-2001  04-APR-2001 Oral 001 possible
€ Unknown
3 siofor 850 c  Oral agz2
24 glibendamid 3.5mg c Oral 002
féanuusnoss REACTION
Sertous | Seriousness criteria Reaction MedORA jOnset |Outcome
’ Erythema D&APR-2001 recoverediresolved
ttching 04-APR-2001 recoverediesolved
[BTAM Counfry Source v Patiant
tRef. no. Report type iLiteratute | Age | Sex | Weight (kg) {Pregnancy_int
DE-BFARM-98801069 Iand  Repont from study 60 Year f
"';D.RUG Identification Dosage Assessment
 Drug name i Role | Start |End i Route of Administration Daily dose Bewerlung 81ArM
l‘l benfotiamin s Qml possible
[Seriousness REACTION
Serious ’ Seriousness criteria Reaction MedDRA {Onset 1Outoome
Hewvia NOS 22-MAR-1989 - Unknawn
Aggravalion of existing disorder 22-MAR-1889 Linknown
':BMrM Country Source Patlent
‘Ref. no. Report type §Litemture Age | Sex {Weigm kg nggnancy_im
DE-BFARM-96003251 Inand  Repod from study 21 Year f
;‘:DRUG Hdentification Dosage Assesument
Drug rame Role * Stast End L Raute of Administiation Dally dase Bewertung BIATM
#1 . benfotiamin 5 oral possible
dSerlousness REACTION
{{Serious , Seriousness criteria Reaction MedDRA {Onset | Outcorme
Headache 30-JAN-1936 Unknown

S@ec-1M0-va

H=34

=]

4 -18Y Weg4g

SISE LO2 822 eb+

11/90°'S




fanzileting mil Baws

i 4
Country Source Pattent
Reporl fype ‘Lierature |Age iSex | Welght (kg) |Pregnancy_inl
inland  Report from study 36 Year ot
Dosage Assassmant
, Role l Star | End { Route of Adminislration Oaily dose Bewertung BIAM
i benfoliamin s Oral possiile
.bvaa!lousness
Serious | Seriousness criteris Readlion MedDRA jOnset [Oudcome
Headache " 1B-JAN-1896 Unknown
Country Seurce Patignt
Report type iLiteralure | Age i Sex | Weighl (kg) ; Pregnancy_int
Infand Report from sludy 30 Year [}
Dosage Asseasment
, Role | Start iEnd { Roule of Admiistration Daily dose Bewertung BIATM
s Omal possible
& REACTION
‘Serious | Seriousness crileria Reaclion MedDRA jOnset jOutcome
Headache 16-JAN-1885 Unknown
Country Source Patlent
Report type ititerature | Age ! Sex | Weight (kg) | Pregnancy_im
Infand Report from siudy 20 Year (
;UﬁUG identification Dosage Assossment
:Dvug name iRole ! Start L End ¢ Route of Administration Daily dose Bewertung BfArM
#1  venfatiamin s Onal possible
Seriousness REACTION
Serious | Seriousness crileria Reaction MedDRA jOnset { Quicome
Headosche 16-JAN-1996 Unknown

98:51  SPBC-1X0-+a
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Country Source Patlent
Regori type iLiterature |Age i Sex | Weight (kg) |Pregnency_int
[JE-BFARM-B6003247 Intand Repart from study 28 Year m
IPRUG TdeniFication Dosage Assessment
D‘“ﬂ name i Role ‘ Start j Endt | Route of Adminislration Daity dose Rewertung BIAMM
M benfotiamin s Oral possitile
heriouBndes CTION
Serious | Seriousness ¢riteria Reaction MedDRA i Onsel 1Qutcome
Headache 31-JAN-1886 Unknown
BtArM Country Source Patlant
Ref. no. Repart type ‘Literature {Age { Sex ;Weight (kg) |Pregnancy_int
DE-BFARM-86003246 Intand Repori from study 23 Year f
[JRUG Tdentification Dosage Assessment
Drug name _Rale * Start {End [ Route of Administration Oaify dose Bewertung BfATM
1. benfotlamin s Oral possible
:!Serloutness' \ REACTION
Serious | Seriousness criteria Readlion MedDRA iOnsel jOuicome
' Headache 17-JAN-1996 Unknown
Country Source Patlent
Report lype iLiterature |Age i Sex | Weight {kg) !Pregnancy_int
DE-BFARM-26003245 inland Report from study 26 Year f
DRUG idantification Dosage Assessmont
PDrug name ;Role } Starl { End i Route of Administration Daily dose Bewertung BIATM
"1 denfotiamin s Oral possitle
Esﬂnusnasg REACTION
Serious ; Seriousness criterin Readion MedDRA j Onsel iQutoome
: Headache 31-JAN-1896 Unknown

98:57  Spu2-L0-b0

L 1849 Web48

SIGE LBC 8eZ eb+

11/88°S




.

tine highing i Benverlony

fArid Country

Source
Report type

Patlent
ilLiteralure | Age

:Sex { Weight (kg) iPregnancy_int

i DE-BFARM-92006791 tnland

Sportaneous report

50 Year

m 72

Rash maculo-papular

RUG Identification Dosage Assessment ‘
rug name iRole i Star {End i Route of Adminisitalion Daily dose Bewertung BfarM
1 kaladolon kapseln S 22-MAY-1991 - 22-MAY-1991 Oral possible
#2 benfotismine c 17-APR-1891 Oral 003
doxepin < 25-AUG-1989 Oral 025
; Serlousness REACTION
5 Serious | Serousness ceiteria Resction MedDRA gOnsel ;Oulcome
Unticaria 22-WAY-1991 recoverediresolved

22-MAY-1991 recoverediresolved

Country Sousce Paliont
Repor type guleralure Age i Bex iWelghl {kg) gPregnancy_im
Iand Spantaneous repost 72 Year 98
;|DRUG identification Dosage Assessment
{Drug name ! Role § Starl . |Ed | Raute of Adminislration Daily dose: Bewertung BIATM
tenscbon s MAY-1992 22-1UN-1992 Oral 063 possible
accupro s 23-JUN-1992 06-~JUL-1992 Oral 013 possible
insulin c Subculaneous 070
triazolam c Unknown
benfoiarmin c Osal 100
efiousness REACTION
erious | Seriousness crileria Reaction MedDRA |Onset { Outcome
Yes Cough JUN-1982 recoverediresolved

98:5T7 SP82-L0-r0
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{BTATM Ceountry Source Pafient i
g;Ref. no. Report type iLiteralure | Age i Sex | Weight (kg) %Plegnancy it g
DE-BFARM-92003142 ihand  Report fom sludy 51 Year m 57 g
?Diil]ﬁ identiication v Dosage Assassment oy
DND name i Role ; Start i End lRouie of Adminisissfion Datly dose Beweriung BArtA I
1 pankreatin c 25-SEP-1091 Oral 600 o
#2 delix 1,25 s 03OCT-199t  12-0CT-19B1 Oral 13 possitle
"‘3 delix 2.5 S 13-0CT-1991 168-0CT-199¢ Oral 25 possible
#4  buledll forte c 23-SEP-1391 Oral 600
¥S cyanocobalamin c 23-SEP-1081 Unknewn B - w
#8  benfotiamine c 23-SEP-1991 Oral 150 2
; . . =
Serlovsness REACTION D
{Serious ; Seriousness ¢riteria Readion MedDRA : i{Onset 1 Quicome g
Yes ' ' Hyperkalaemia 14-0CT-1981 Unknown A
+
D
Ity
N
)
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N
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w =
U]
-
U1

11,81°S




TT N3LIZS 1LWYS3T

Seibs 10 von G

Q
T
L %
BrArE Country Source Patient 3
Ral. no. Reporl lype {Literature | Age | Sex | Weighl (kg) |Pregnancy_int g
|DE-BFARM-01010278 iland  Spontaneous report 64 Year I 60 S
iiﬂRUG identitication Dosage Assvssment -
Dnag name { Role | Start | End | Route of Administration Daity dose Bewertung BIArM u
i - (]
zofran i 16-SEP-1991 16-SEP-1891 Intravenous (not otherwise specified) ~
matoclopramide i Unknown
prednisolon c Unknown 010
prazosin [ Unknown 002
atiopurinol c Orat 300 ?@1
talnolol [ Unknown 104 %
benfotiamine c Oral ; 100 =
D
indometacin c Unknown 20D E'?,
9 glibendamide c Unknown -
110 daunonsbicin c 16-SEP-199 16-SEP-1991 _ Intravenous (not olherwise specified)
11 cylarabine c 16-SEP-1991 16-SEP-1991 {nfravenaus {not atherwise specified)
‘%inz fidacaine c 16-SEP-1881  16-SEP-189% Unknown
113 cyanocobslamin c Oral 050
"{Sellousnau REAGTION
Serious | Seriousness criteria Reaction MedDRA {Onset 1Outcome
Yes  lifethreatening Cardiac arres! 16-SEP-1891. recoverediresolved
Respiratory depression 16-SER-1991 recoveradiresolved
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