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F1. TOIMBHEANEY VT IL—ANBBRALEEEKF1—T

No. ME. . WEB. RESHSE
1 E{EE = LIRS (TOTM 78 /8—Y ) . ¢ 6 mm, EOG R E &
2 EEE=JLEEE (TOTM 78 /8—Y ) . ¢ 12 mm, EOG HE &
3 E{eE = LS (TOTM 85 /X—Y ) | ¢ 6 mm, EOG B E &
4 BiEE = )L#AE (TOTM 85 /X—Y ) | ¢ 12 mm, EOG HE &

2. MS O #r &

Jo—7 APCI

RITSAXHRFRE 2.5 L/min

APCI /23— A RBE 400 °C

CDIRE 250 °C
E—rJOvIRE 200 °C
BHBEE 15kV
CDL BEFE 50V




3. MiKESMFHEY T IL (ROMBIRAMRRRF1—7)

No. ME. Mk, 85, RERGF
1 BEE = )L#HE ( TOTM 68.5 /8—Y), ¢3 mm, v HE &
2 1BeE = )L#HE (TOTM 68.5 /8—Y), ¢ 3 mm. EOG JHE &
3 B 1LE —)L#HE (TOTM 68.5 /3—Y), ¢ 3 mm. EFHAHRIAE &
4 EE = )L#tHE (TOTM 85.0 /8—Y). ¢ 3 mm, EOG JHE &

4. TOTM-PVC ElF1—TJ DA MEHHERER

ASTM Hemolytic Index ( % )

PVC tube v
¢ Sterilization
(parts) Extraction Method Direct contact method

Gamma-ray 0.8 2.4

TOTM
(68.5) EOG 0.0 0.0
Electron Beam 0.4 0.9

TOTM
(85.0) EOG 0.0 0.2
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Journal of Vinyl and Additive Technology - Decision on Manuscript ID VNL-14-075.R1

16-Feb-2015
Dear Dr. Haishima:

It is a pleasure to accept your manuscript titled "Characterization of alternative plasticizers in polyvinyl chloride sheets for
blood containers”, in its current form, for publication in the Journal of Vinyl and Additive Technology. The comments of the
referee(s) who reviewed your manuscript are included at the bottom of this letter.

Your article cannot be published until the publisher has received the appropriate signed license agreement. Within the next
few days the corresponding author will receive an email from Wiley’s Author Services system which will ask them to log in
and will present them with the appropriate license for completion.

Thank you for your fine contribution.

Sincerely,

Dr. James Summers

Editor-in-Chief
“Journal of Vinyl and Additive Technology
jws1966 @ameritech.net

Referee(s)' Comments to Author:
Reviewing: 1

Comments to the Author

The authors are to be commented for undertaking this important work. | think the paper will be an important contribution to
the literature when published; however, | would like to make the strong recommendation to publish the information on the
extent to which the plasticizers are released from the polymer and the ability of these plasticizers to inhibit hemolysis
separately from the results of the oral toxicity study of DOTH. This would be a much better paper if the authors restricted the
scope of the manuscript to address plasticizer release and hemolysis inhibition. The oral toxicity of DOTH is a separate
topic that should be the subject of a separate manuscript.

Any statement in the mansucript to support the claim that DOTH is safe to use as a alternative to DEHP as a plasticizer in
blood bags should point out that the results of this oral toxicity study may not be directly relevant to the adverse effects
produced by DOTH after IV administration (i.e., following infusion of blood products) and that the potency of DOTH may differ
depending on the route of administration.

Ideally, it would have been useful to examine other endpoints of RBC function in addition to hemolysis rate. Although
hemolysis is an important endpoint, it would be helpful to also examine levels of oxidative stress, ATP, deformability, etc., in
RBCs over time following incubation of dilute blood with the polymers containing various levels of the plasticizers. Although
this information would have been very useful for the paper, the lack of this information on these endpoints should not serve
as a barrier to the publication of the manuscript.

The authors should note that higher release of a new plasticizer compared to one that is commonly used is not necessarily
an adverse event if the toxicity of the new plasticizer is less than the exisiting one. Perhaps this can be explained in the
manuscript.

The hemolysis study was conducted using blood from on human donor. The sample size of 1 limits the broad interpreation
and applicability of the results. RBCs from other donors may be more or less suceptible to hemolysis following incubation
than RBCs fro this single donor. This limitation should not prevent the publication of the manuscript, but perhaps some
language can be added to underscore the preliminary nature of this work because the hemolysis data represents results from
only one individual.

Reviewing: 2



Comments to the Author

For the Reader it could be helpful to add an Explanation why the authors changed from DOTP (Dioctyltetrahydrophthalate)
as used in Posters to the Name DOTH(Di-octyl-4-cyclohexene-1,2-dicarboxylate; also a short remark like "formerly DOTP
was used) could help.

Suggest to consider adding "women in childbearing Age" to the list of Groups where precautions have to be taken.

This is a very nice paper which describes first results with T-die Sheets. | would like to congratulate the authors to These
results and would like to motivate them to continue as they proposed in the conclusions, i.e. to Show feasibility with real
blood bags.

Please note the Header line of table 2 should be corrected. It should read "DINCH" and not "DINCHI"

Just for precautionary reasons, | would suggest to add a Statement that based on the results of the Pilot blood bag studies,
toxicological testing of DOTH on the most likely route of exposure, i.e. the intravenous route is envisaged.

Comments:

The comments from the first reviewers have been successfully addressed by the authors. The second set of reviewers have
offered a few new suggestions, but | see these more as differing opinions about how data should be interpreted and
presented and not a requirement for publication. There was one type-o noted, of the use of DINCHI in Table 2 instead of
DINCH. ltis a very nice paper and | look forward to reading about future testing of blood containers prepared with your
plasticizer blend recommendation.






