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We are practicing radiation oncologists and medical physicists and have 
performed several hundred permanent brachytherapy procedures. We would like 
to comment on the proposed rules regarding the medical use of byproduct 
material for permanent implants published in the Federal Register Vol. 73. No. 
152 issued on.August 6, 2008. We are concerned that the proposed language in 
§3S:3045(a)(2) would result in inadvertently and inappropriately categorizing 
some'medically acceptable implants as "medical events" and wish to make the 
fol/owing comments: . 

1. 'The proposed language for § 35.3045(a)(2) (i) on page 45643, column 3 
reads: [It would be deemed a medical event if] The total source strength 
administered 'differing by 20 percent or more 'from the total source strength 
docLimented in the preimplantation written directive. Further on page 45637 
column 3, (G) it is noted that the AU cannot modify the preimplantation WD 
during the administration of Brachytherapy_ 

Currently, many authorized users perform real-time, adaptive, interactive 
planning for which the ~ritten directive and the source strength to be implanted 
are based on the aciual target volume dynamically determined during the 
procedure rather than based on the preimplant volume. Real-time planning takes 
into account any alterations in the prostate volume and shape that occur between 
the time of the preplan'! and the implant procedure and therefore represents the 
actual implant situation. Hence for those performing real-time, adaptive, 
implantation planning, the written directive refers to the final written directive after 
administration but beforle the patient leaves the post-treatment recovery area and 
not to an arbitrary preimplant WD. Additionally, a large number of practitioners 
determine the source I strength, seed number, and total activity based on 
published nomograms or from preoperative volume studies (ultrasound, CT, or 
MR). These practices commonly order seeds in excess of that which is planned 
in order to accommod,ate the actual volume, shape, and dosimetry that are 

i 

'l""e itMlj:>la.,+L::;'- SE~G'-(-jOt. 7 SEt..'C..Q;L 
Washin!ton University School of Medicine at Washington Univers.ity Medical Center, Campus Box 8224, 

4921 Parkvicw Placcl St. Louis, Missouri 63110 USA. l (314) 362-2629, FAX: (314) 747·9557, www.wustl.edu 



10/15/2008 15:05 3143528521 RAD ONCO PAGE 03/04 

Washington University Response: RIN 3150-A126 

encountered during the actual procedure. As described earlier, many of these 
physicians also use real-time dosimetry and treatment planning to tailor the 
implant to the specific needs of the patient realized in the operating room. 
Further, even those performing permanent brachytherapy using preplanned 
techniques will often modify their plan if intraoperatively they find major 
discrepancies in the gland volume from the volumes determined during the 
preplan. Therefore, we would like to recommend that the written directive in this 
section refer to the total source strength implanted after administration but before 
the patient leaves the post-treatment recovery area rather than an arbitrary 
preimplantation WD. 

2. The proposed language for § 35.3045(a)(2) (ii) ) on page 45643, column 3 
currently reads: [It would be deemed a medical event ifJ The total source 
strength implanted outside the treatment site and within 3 cm (1.2 in) of the 
boundary of the treatment site exceeding 20 percent of the total source strength 
documented in the preimplantation written directive. 

The definition of treaiment site as "the anatomical description of the tissue 
intended to receive a r1diation dose, as described in a written directive" leads to 
some ambiguity as to whether it refers to the gross tumor volume (GTV), the 
clinical target volume (CTV) or the planning target volume (PT\/). The expansion 
margin added to the GTv to create the PTV is a clinical decision dependent on 
tumor, normal tissue, patient specific factors, and AU preference. Hence, we 
would like to recommehd that the definition of "treatment site l 

' referred to in this 
section be clarified to it,clude the gross tumor, the clinical target volume, and a 
variable planning margm as defined by the AU. 

We further believe thatithere are Situations where the treatment site may have to 
be modified in the operating room based on the patient exam and cHnical 
judgment. For example, if gross disease, not appreciated by physical exam or 
preoperative imaging, was encountered during the implantation procedure, it 
would be neoossary to extend the treatment site to encompass any adjacent 
tissues which included this disease. This could occur in prostate brachytherapy if 
the seminal' vesicles were fe~t to be involved during an examination under 
anesthesia. Here again, we would like to recommend that there be some latitude 
in the proposed rules ~lIowing the physician to define the treatment site in the 
operating room based Qn the patient exam. 

3. The proposed language for § 35.3045 (a)(2)(iii) on page 45643, column 3 
currently reads: [It would be deemed a medical event if] Brachytherapy source(s) 
implanted beyond 3 cm (1.2 in) from the outside boundary of the treatment site. 
Further in page 45638 column 2 (I) it is noted that even one sealed source 
implanted beyond the 3 cm boundary would constitute an ME. 

I 

It should be noted that in the normal course of some brachytherapy implants, a 
few seeds can end up' beyond 3 cm (1.2 in) from the outside boundary of the 
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treatment site due to a number of factors that are beyond the control of the AU, 
without having any adverse clinical effects. We are very much concerned that 
these situations will be deemed to be medical events, when in reality they 
happen in the normal course of some brachytherapy implant procedures. We are 
also concerned that some practitioners will simp[y abandon the permanent 
brachytherapy procedure rather than risk having medical events. This will be 
detrimental to patient care. 

4. The proposed language for § 35.3045 (a)(2)(iv) on page 45644, column 1 
currently reads: [It would be deemed a medical event if] A dose to the skin or an 
organ or tissue other than the treatment site exceeding by 0.5 Sv (50 rem) and 
by 50 percent or more the dose expected to that site if the administration had 
been carried out as specifred in the preimplantation written directive. 

If a single seed is implanted beyond 3 cm (1.2 in) from the outside treatment 
boundary of the treatment site, as outlined in § 35.3045 (a)(2)(iii) on page 45643, 
the proposed rule § 35.3045 (a)(2)(iv) would automatically apply and is not 
necessary in order to a~hieve the same level of regulation. 

We are also concerned that the proposed rule does not specify any tissue 
volumes. Depending on the seed distribution in the implanted volume, frequently 
the planned dose distributions do not exactly conform to the treatment site and 
doses delivered to small volumes other than treatment site do exceed by 0.5 Sv 
(50 rem) and by 50 :percent or more the dose expected, even though the 
administration was eariied out as expected. 

Thank you for affording us this opportunity to comment on the NRC's preliminary 
draft rule changes to 10 CFR 35.40 and 35.3045 related to medical events in 
brachytherapy. I 

Jeffrey M. Michalski, M.D. 
I 

PG~
 
Perry W. Grigsby, M.D., MBA 

Jacqueline Esthappan,: Ph.D. 

~'t~ J1:~iR!1z, M.S 
~~,,-cIr 

Sasa Mutic, M.S. 
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