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November 21, 1994

Dear Dr. Kiel,

Thank you for your inquiry regarding the Jowrnal of Molecidar Medicine
{MM).  Enclosed, please find the instructions to authors which you
requested.

We look forward to receiving your manuscript,

Sincerely,

BiE

Chris E. Talsness
Assistant Editor
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Manuscript No.: 4G 19
Author{s): R, Kiehl

Dear Dr, Kjehl,

Thank you for the submission of your work entitled, "Transpoart and ATP
Synthesis in Mitochondria: Parts 1-4". Your manuscripts have been
reviewed and discussed by members of the editorial board. We feel that the
biochemical orientation of your manuscripts is not of sufficient interest for
clinicians. Therefore, we would like to suggest that you condense your work
into onc paper and invite you to submit a review article on this topic
incorporating the clinical implications of your worlk,

A review article for JAZM should be no longer than 30 manuscript pages and
any appropriate figures or tables may be included.

We look forward to your positive response and would be grateful if you
would inform us regarding a possible date of submission.

Yours siocerely,

ev Ganten

Tal.: +49-30 5406 2722

Fax: +49-30 9406 2266

B Tvd:
immaft@erden.rz.mdc-bedin. da
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February 1, 1995

Manuscript no.: 5G 11
Author(s): R. Kiehl

Title: Glutathione: The essential factor for mitochondrial energy linked
functions

Dear Dr. Kiehl,

[ am pleased to acknowledge the receipt of your manuscript. The inclusion of
the above mentioned manuscript number with all future correspondence
regarding your paper would be greatly appreciated.

Thank you for submitting your work to the Journal af Molecidar Medicine
t/MM). T will notify you as soon as the review process is complete.

Yours sincerely,

(L,

Detlev Ganten

Detlev Ganten
Max-Delbrick-Centar

{ar Matecular Medicine (MDC)
Berlin-Buch

Roben Rossle Strasse 10
0-13122 Berlin, Germany

Tel.: +48.30 9406 2222

Fax: +48-30 9406 2266
e-mail;

jmmeH@onen.rz mdc-berln da
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A. Dietz, Berlin
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W.F. Ganong. San Francisca
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Associate Editors

G. Adler, Ulm
s 3 T. Boehm, Freiburg
Munuscript no.;: 5G 11 A. Dietz, Berlin
Authar(sh: R, Kichl B. Dérken, Berin
Title: Glutathione: The cssential factor for mitochoadrizal cnerpy loked Ffonctions W.F. Ganong, San Francisco

E. Herrmann, Berlin
H. lmura, Kyeto
M5, Lennard, Shettield

Dear Dr. Kiehl, ?-:lgiﬁ?taig::ri; Boston

. . . P. M. Schlag. Borlin
Your manuscript has been forwarded to one of the associate editors and further B

correspondence regarding possible revisions will be conducted by him. In the
case that your paper is returned for revisions, please note the following marked
item(s) regarding the instructions to authors.

__ No changes necessary
___Manuseript length
__ Nucleotide sequence data
__ Title page
___Ahbreviations

Abstract

__ Key words

___ Order of references {we are currently accepting both
alphabetical and numerical sequences)

___Introduction

___Citation of references

_X Tables and figures

[ have included a copy of the instructions to authors and have indicated the
pertinent section.

[ wish you every success in your scientific work and thank you for submitting
your paper to the Journal of Molecular Medicine (JMM),

Sincerely,
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Manuscript No.: 5G 11
Author: R. Kiehl

October 12, 1995

Title: Glutathione: The essential factor for mitochondrial energy linked functions
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Dear Dr. Kiehl,

Your manuscript entitled
mitochondrial energy linked functions" has been examined. The reviewer
1 fieels that the topic is of interest, however, concerns were expressed that

The essential

many points in the article are of a speculative nature, In addition,

present form.

experimental designs which would be useful to to demonstrate that glutathicne
'could be an essential factor were not described.
claborate comments provided by
recommendations of the reviewer, the paper cannot be published in its a.-)

Thank you for the submission of your work and I hope you will find the

reviewer's comments helpful.

Sincerely,

/Ztﬂﬂ_f'fw‘ 1u"J‘-'"“- s ( Lty

ek

factor for

1) L wine foeh

I refer you to the more f b sl ek
According to  the

Detlev Ganten
Max-Delbrick-Comer

for Molecular Medicine (MOC)
Berlin-Buch

Roben Ressle Swasse 10
D-13122 Berlin, Germany

Tel.: +49-30 9406 2222

Fax: +43-30 9406 2265
a-mail:
jmmeilZenan.z.mdo-berlin.de

Assaciale Edilars

Guide Adler
Thomas Beehm
Rainer Dielz
William F. Ganang
Frieche!lm Herrmann
Hiroo Imura

Martin 5. Lennard
Klaus Lindpaintner
Aatand Merelsmann
Gonther Schitz

Kai Simons

H:jl:lld zur Hausen
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Please fax your comments to: Editorial Office Far: +49-30 9406 2266
Do not recommend for acceprance gr refection on this sheer.

Reviewer: |

Manuseript na,: 3G E1

Author(s): K. Kichl

‘Ticde: Glonhione: The sovomial fictor for mitochondrial ensrgy linked Rincuons

The basis of the artlele in many peints Is rather speculative. There Is & lack of data which could resily
demonstrate {hat glutathione Is the essential factor for mitochondrial energy linked functions, which is
already suggested in the title, The fitla Is anly a hypothesls, and the approach for svaluation of the role
of glutathione far mitochondrlal energy linked Tunclions Is not vseful for showing that this hypothesis is
ttue, Other factors which could ba the essanial faclor loo were nel discussed or compared with the
suggesied essential factor glutathione. The Intemrelationships belwsen cytesclic and mitechondrial
glutethione (GSH; GSBG) are withoul experimental basls in the arlicla (data on flux rates, nol only
concenteations for that purposs would be nacessary). There is no close conneclion between ihe
different parts/sublitles of the arlicls. Concarning the hypothasls/ suggestion some parnts of the anjcle
are wilhou! any importance: sse Thermoregulation In men; Olher systems. The sublitle Therapeullcs
would be an own topic. Some subtitles contain mechanisms important for mitochondrial functlons, other
sublitles contaln cell types, such as asciles fumor cells. The comparison of diffarant cell lypes, even
some celt types were described In the text, was not canied out. The experimental design for thase
points which would be useful for the demonstratlon that glulathions could be the essantial faclor was
nol descibed. The conclusions sometimes are fermulated in a general manner - “the whole system is
dependert on oxidized and reduced glutathione” (see page 14) - which is irue, but superficial from lhe
point of view of molecular basis. Seversl citations are unpublished/submitted {beginning at the title
page with "further results may be obimined on raquest or from the submitted manuscript for publication
in Eur. J. Blochem.™ or conferenca proceadings; contrary some |mperient references should be added,

To some detajls:

Title - Why did the auther sombine the detalted point that glutathione should be the essential factor for
mitochondtal energy linked fundlions combine with the alm te give an introducticn Into the giobal field
of electrophyslology and thermodynamlcs? i is complicate enough to demonsirele thet glulathione is
reaily the essentlal factor.

The key words which were selected underiing the aim to generailza data from the own group and from
literature and to apply the hypothasis to allfmany fields from basls sclence to therapy rather than to
demonstrate in detall that 1he hypothasia is {rue.

page 2: "The modulation of the mitochondrial glutathiene concentratlons {among olhers) by active
phosphate transport ..* Which cother factors are modulated? Why {hey are not essential in
canlrssifcomparison with ghdethione? - Fig. 1 Is followed by Fig. 5 (pege 2)-

To the second subfille: Glutathione as endogenous reguistary factor for PyH* symport: (page 3/} How
one can understand that at the applied conditions, mest of lhe glutathlone s associated with the
mitochondrial membrane and that no free raduced glutathione could ba found? (see also Table I For
that Important point the detailed description of enalytical metheds would be useful.



-

page 4: the phosphate/prolon sympont and other camlers &ra nagulated by glutathione - Whare ara tha
fwo neighbored disulfida brdges lacalizad In the cammier enzyme (rel.)? Yvhel argues tor tha libaralion of
GR5G from the receptor side?

page 5: Which experimentsl dele exist tor the copclusion that decouplsd mitochondria either lack
GSSG Itself o olherwise the abiity (e bind aveliabla GSSA at the 30 kDA polypaplides incl. phosphate

S and thet ony milochandria with *aclivaled bound glutathione’ o alyiated? Did the author  {uce 1o
™A

maasure GSSG levels to be zeroin dacoupled mitochondria? page 5: A raugh calculation ., would lead
in at least 2.4 nmol GE8G/Mg ... What about the fact, that the GS8G prodyced.can ba reconveried
rapidly 1o GSH using reducing equivalenis because miochendria have EADPH.'SﬁeT:!ﬂEﬁILdilHIon&
reductase (already known frem Floh& and Schiegel 187 and from Jocelyn 197B; Joeelyn and Dickson
1980} which should b highly activa In coupled miochondria preventing such accumulelion of GESG?

The facts written undar "in summation” &t page &8 are interesting but should be documented as Table , |
v

or Figure (see experimental changes by NTU: GEH, GEBG, RCR, eie).

pege 6: This could be shown for mast compounds By perfarming competition exparimanis - Whera are
the date? &%,

page & “This mechanism would kmply new pharmacologicsl regtments of disaases, meay holp in
understanding the functions of our brain end could ghve aven 8 hird o an explanation for the effocts of

. acupunciure.” This senieénce is a fypical exampiz in the manuscriet for Imaving the molecular basls, for

generalization of (sometimas lacking) facts to explaln quastions which are itself valld lo supply maltarial
for differant revlew articles {“functions” of our brain, mechanlsms of Bcupunciure),

page 7" The funclions of the kumen body are depandent on a cerlain “aulfur status®, which disturbance
is accompanied by sarous disfunctions of the body". That may be trae, but does nol s&y anything on
causes of results or on the causal chaln of damages, functional disturbancas, One can sven substilule
the word sulfur status in the senience by calclum, of by balance betwaan reactive oxygen spacies end
antiox/dants and by many oiher important essential factors” and the sanience would ba rigth, teo.

The parl ATP synthesis on the phosphate/praten symport sysiem with oxldized glutathions s catalyst
really presents he trigl to fulfill the combingtion of the twa points (glutathlone 83 pssential feclor,
Introductian inte the elecirophysiology and thesmadynemics of mitochondia) fn fhe title of the review,
Neveriheless, the pages 7-11 are completely nypothatically, and aven the suther rafers 1o the resulis to
{his hypothesis in referencas B, 13, 18, 28, 31, 38, 38, 45 Incl. (and of page 11) the raader needs 1o get
the mosi impenant resulls/demonstraling criging) date and tha logical demenstration of hypothesls oh
ihe besis of daia directly in the raview.

page 14 “the whole system i dependont on oxidized and reduced glutathiona®; Chviously, that is true
withaul any doubl, but thal dans not demonstrate that oiher faciers are not of gqual or even higher
importance for eneigy linked mitoehondrial funcllons than glutathione.

page 18 "Tharmoregulation In men" What is glutathiona depenaent in Fig. 77 How does this part of the
manuscript undeiina the fact that glutathione s the essardlal Tactor for energy linkeg funclions? The
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changes af glutathiona metabolism during InfUation of paln were not described, also noi the v

Interrelalionstiips batwean gcatylsalicylic neid and ghdathiona metabollsm

. page 17 "glutathiong functlons in the calis™Fin mitcchandda” {page 18-19); here articles from Meister

and from Orranius ang Bellomo should ba includsd nto the referenca list. Especially in Omenlus and

\ Ballomo dirferent metabolic factors &re dizcussed |n miation to mitochondrial aneigy finked fundicns.
| There was also wiitten, that pyridine nuciaclide oxidation does nol seam to requirc GSH oxidation o

'; inducs CaZ* release. In fact, axperiments Richtar's group [Frei at al. 19485) hava demonstrated that
| the glulathione reduclase inhbiter BENU, aithough pmgﬂlaﬁmfl'aﬁ'- ThEUCEE Bidation of roitochondrial

GSH, delays Ca?* releass, which comalates well with the more slowly oeouring pyridine nucleotide
oridation observed in the presence oF BCNU, Those facts, indaed, relgiivate tha role of glutathiena for
mitochondrial energy linked functions.

page 21 "Ascilas wmor mitochendria™ Why did'nt the author compare mitochondda fron different cell
types with the alm o find out genersl mechanisms on the one side and spaciilcties an the olher side?
page 21 "psychogenic faclors play an impertant role for cartain dlseases including cancar
devalopmenl”, Everyona wha comblnes experimental and clinical work can undarstand hat also from
praclical experlence, but averybody also knows that there Is a lack fn the urdarstanding of detalled
mechenisms, Thersforo, the eentonce doas not say sayihing.

Part Therapeutica should be deleted, becauss It makes the aflicle more suparficial and does nal
coniribute to tha concentralion of the lopic, that plutathlone could be the essanliel factor fer
mitochandrial energy linked functlens.

Tables and Figures: i seems {hat there Is a disbalance betwean documentation of original dala {own
and from othars) and hypothetical suggestions.
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November 29, 1995 Asseclate Editors

Guida Adler

Thamas Boekm

Rainer Digtz

William F, Gangng

Friedhelm Herrmann
Manuscript No.: 5G127 Hirao Imura

kdartin 5. Lennard

Klaus Lindpaininer

Rgland Merlelsmann

GUnther Schinz
Dear Dr. Kichl, Kai Simons

Harald zur Hausen

Enclosed, please find another copy of your manuseript returned by one of the
reviewers,

Yours sincerely,

e et —m—

Chris E. Talsness

¥



 BIULUGILAL
CHEMISTRY

Edltor-in-Chlef

Hans-Joashim Frite

titet {0r Malekulare Genglik
Goorg-August-Universitdt Gattingen
Grisebachstranz 8

0-37077 Gattingen
Tel +49-55: 300082
Fax: 4462551 300331

Exscutlve Editora

Hans Friiz, Mdnchan

F-Urleh Harl, MNew Yark

Kryoshl Nagai, Camizridze
Herm Waller Sehalfaer, Zirich
Dr. R. Kiehl

Takao Spkiyn, Tokyo
AI‘I‘ISE|WEQ 12 Halmgt Siss, Dlsssided
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17. Mai 1895
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Senr geehrter Herr Dr. Kishl,

Herr Frof. H. Frilz, Minchen, hat die Manuskiipte an mich
weilergeleitet. die Sie versehentlich bai ihm eingersicht hatten. Leider kommen dis Arbaiten
fir eine Publikaticn in Biologmar Chamistry Hoppe-Seyler nicht n bstracht. Auf dam
normalen Postwege we 2zn die Manuskripte an Sie ratzumiert - von weiteron Einssndungan
desselben, cisser Zeilschrft schon wisderiolt vorgalagten Materia’s bitte ich Abstand zu
nehmen.

Freundliche Gri3e,

V'S Ao s

Pubi'shors: Walter do Grugter - Beriin - fiow York
fatler de Grupter 8. Co. Ganthiner Sh 13 D-1G725 Barln Fed. Reo of Garm
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