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Introduction
Sentinel lymph node biopsy (SLNB) has become the 
standard of care for staging the axilla in patients with 
breast cancer.1,2 The procedure reduces the need for 
axillary lymph node dissection and its consequent 
complications.3,4 SLNB could be performed with the 
visual guide by injections of dye or an auditory guide of 
radiopharmaceuticals. Globally, sulfur colloid or antimony 
colloids labeled with 99mTechnetium (Tc) have been used 
extensively for SLNB with documented high detection 
rates of 94% (93-95), usually better but overlapping the 
detection rate of a visual guide by dye injection.5,6 The 
axillary recurrence is very low (i.e. 0.3%) in patients with 
negative primary SLNB.5 For more than a decade, Tc 
phytate, a radiopharmaceutical different from tracers used 
globally, has been employed in Iran. Tc phytate is different 
from other colloid radiopharmaceuticals used for SLNB 

essentially in terms of the colloid size; actually, Tc phytate 
is not a colloid, and the biological reactions after injections 
with calcium provide a final product which is colloid. The 
detection rate of this radiopharmaceutical has not been 
determined in large-scale multicentric studies up to now; 
however, breast surgeons in Iran have been using this agent 
with good practical results. The washout of the tracer had 
been a concern so that a decade ago, the injections the-
day-before surgery were prohibited until good accuracy 
of the early injections were confirmed for Tc sulfur colloid 
and antimony. Similar concerns are remarkable for Tc 
phytate mainly because the particle size is estimated to be 
smaller and the washout may occur further. The current 
study reports the largest multicentric data of SLNB with 
Tc phytate to date. In this paper, the detection rate of 
SLNB by Tc phytate was calculated and the advantage 
and disadvantages of the use of this radiopharmaceutical 
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Abstract
Background: Sentinel lymph node biopsy (SLNB) with injection of radiopharmaceuticals is now the standard of care for staging 
the axilla in patients with breast cancer. Sulfur or antimony colloids labeled with 99mTechnetium (Tc) are used globally for the 
procedure, with a detection rate of 94%. However, in Iran, Tc phytate has been used because it is more easily producible in the 
country. The detection rate with Tc phytate has not been well determined in large-scale studies. 
Objective: We performed this study to report the detection rate of SLNB with Tc phytate, its advantages and disadvantages using 
large multicentric data. 
Methods: This is a retrospective cross-sectional multicenter study. Participants were breast cancer patients without previous history 
of axillary surgery, who underwent sentinel node biopsy using Tc phytate on the morning of surgery or the day before. The detection 
rate was calculated as the number of patients with histologically positive sentinel nodes to all patients with histologically positive 
lymph nodes; we compared those injected on the day of surgery and those injected on the day before.
Results: Overall, 2663 women aged 50.2 ± 11.6 years were included. The detection rate was 91.8% (806 out of 878). The false 
negative rate was 8.2% overall, and statistically similar for injections on the day or the day before surgery (2.9 vs 2.1; P = 0.32). 
Conclusion: Tc phytate has a good detection rate for breast radio-guided SLNB with similar result for injections on the surgery day 
or the day before it. 
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are discussed. 

Materials and Methods
Study Design
This is a retrospective cross-sectional multicenter study 
held in three referral centers for breast cancer (Tehran, 
Iran). The study received the Ethics Approval Code from 
the Ethics Committee of Tehran University of Medical 
Sciences (IR.TUMS.SINAHOSPITAL.REC.1400.048) and 
was approved by the Research Deputy of the University 
(Approval Code: 1400-1-101-52637). Data were extracted 
from the records of patients who were hospitalized for 
breast cancer surgery. Patients had given their written 
informed consent for the use of their data in research at 
the time of hospitalization.

Setting
Radioisotope injections and optional scans were 
performed by nuclear medicine specialists at the nuclear 
medicine units (NMUs). At one of the study centers, the 
NMU was located in the hospital but in the two other study 
centers, the NMUs were located elsewhere. Tc phytate 
(Pars Isotope Co, Tehran, Iran) was prepared in nuclear 
medicine centers and injected via 2 to 4 peri-areolar 
subdermal injections on the morning of surgery or the day 
before surgery such that between 12 to 37 mBq Tc phytate 
was present at the time of surgery. Three oncologic breast 
surgery experts who were professors at Tehran University 
of Medical Sciences carried out the sentinel node biopsy 
and further dissection as needed. The following gamma 
probes were used for SLNB: Europrobe 3.2 (Eurorad, 
Eckbolsheim, France,) and Sergeoguide (Parto Negar 
Persia, Tehran, Iran).

At first, the names and file numbers of patients who had 
undergone sentinel node biopsies from 2007 to 2021 were 
extracted from the pathology databases of the study centers. 
In these centers, the first sentinel node biopsy procedures 
started practically and officially in 2007, after passing the 
learning curve. Then, the medical records of those eligible 
for this study were reviewed and data were extracted from 
the medical notes and histology results of the hospital files. 
Data extraction was carried out by three medical students 
under the supervision of the principal investigator. 

The sample size was not calculated before the study; 
considering a purposive sampling method, based on our 
general view about the incoming patients, we expected 
to include at least 2200 cases. During the project, we 
identified the records of 2771 patients.

Eligibility Criteria
Participants who were eligible for inclusion were female 
patients with breast cancer at any age who had undergone 
sentinel node biopsy by use of a radioisotope. 

Exclusion criteria consisted of recurrent breast cancer, 
previous axillary surgery, use of blue dye alone for sentinel 
node biopsy, and incomplete records about the tumor or 
the biopsied and dissected lymph nodes. 

Variables and Outcomes 
Variables extracted from the records consisted of age, 
tumor characteristics, number of free or involved sentinel 
and non-sentinel nodes, number of free and involved 
nodes in case of axillary dissection, and the protocol of 
radioisotope injection. The latter consisted either of the 
two-day protocol, which comprised injection of the 
tracer within 24 hours on the day before surgery; or the 
one-day protocol, which included injection on the day of 
the operation.

Sentinel nodes (SN) consisted of those detected by 
the radioisotope tracer and hand-held gamma counter; 
non-sentinel nodes (NSN) were the nodes that had not 
absorbed any tracer but were excised by the surgeon 
during SN biopsy (SNB) due to their larger size or firmer 
consistency. Dissected nodes (DN) were those that were 
excised during lymph node dissection via the axilla in 
cases where the SN or NSN was positive. 

The number of excised nodes, free nodes, and involved 
nodes among the SN, NSN and DN were recorded 
according to the pathology reports. Also, the tumor 
characteristics including tumor histologic type, grade, and 
lymphovascular invasion were collected. Tumor type was 
defined based on the 5th edition of the WHO classification 
of tumors of the breast.7

The primary outcome was the detection rate, defined 
as the number of positive SNs divided by the sum of the 
patients with positive lymph node involvement in SNs, 
NSN, or DN; a false negative SN was defined as a negative 
SN in the presence of positive NSNs or positive DNs. The 
secondary outcome was the difference in the detection 
rate between the one-day or two-day protocols. 

Bias
The accuracy of sentinel node biopsy might not be 
dependent only on the type of tracer, and the surgeons’ 
experience may bias the results. Also, as the study 
encompasses 14 years of practice, the experience of 
surgeons who had performed the surgery has surely 
evolved throughout time; this could lead to a discrepancy 
in results obtained at different times; but the result is 
generalizable because the pooled detection of the long 
study period comprises different experience statuses of 
the surgeons.

Statistical Methods
All analyses were performed using SPSS version 24 
(IBM SPSS Statistics for Windows, version 24.0, 2016, 
NY: IBM Corp). Continuous variables were presented 
as mean ± standard deviation and categorical variables 
were presented as numbers and percentages. Median 
and interquartile ranges (IQR) were presented when 
appropriate. Comparison between the results of one-day 
and two-day isotope injection protocols was made using 
the chi-squared test. The necessary assumptions were 
assessed for the chi-squared test including no cell counts 
fewer than 1 patient and at most 20% of expected cells 
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counts fewer than 5 cases; Fisher exact test was employed 
when necessary. A P value less than 0.05 was considered 
statistically significant.

Results
Participants 
Overall, data of 2771 patients who had undergone SLB 
were extracted from the files. A total of 108 cases were 
excluded due to previous axillary surgery or the use of 
blue dye for sentinel node biopsy. Finally, data from 2663 
cases were analyzed. 

Descriptive Data, Outcome Data and Main Results
The patient and tumor characteristics are presented 
in Table 1. At least 1 SLN (median = 2; range: 1‒24; and 
IQR: 1‒3) was detected in 2659 patients; detection rate 
was calculated at 99.8% (95% CI: 99.7‒100.0%). Overall, 
806 patients had at least one positive SN. In patients with 
negative SNs (n = 1857), 72 patients had either positive 
NSN or positive DN. The false negative rate was calculated 
at 8.2% (95% CI: 6.4‒10) and 2.7% (95% CI: 2.1‒3.3) for 
patients with LN metastases and all patients, respectively. 
The sensitivity was 91.8 (95%CI: 90‒93.6; 806 out of 878). 
False negative rates were statistically similar for one- and 
two-days protocols (2.9 vs 2.1 total 2.7%; Fisher’s exact 
test P = 0.32). The odds ratio for a false negative result in 
two-days vs. one-day protocol was 1.4 (95%CI: 0.8‒2.0). 
The number of patients with excised SN, NSN, and DN as 
well as the rate of positive LN detection and false negative 
status rate of SLNs are presented in Table 2.

Discussion
For the first time in a multi-center large-scale study, a 
high detection rate of 99.8% has been documented for 
SLNB with Tc phytate. This figure is high and comparable 
with the results of other radioisotopes employed in other 
regions of the world. The best detection rate is achievable 
with dual techniques measured at 97% for breast cancer8 
and 99% for advanced disease before neoadjuvant therapy.9 
The false negative rate of phytate was 8.2% in the current 
study with the largest sample ever but a diverse population. 
This rate is comparable with previous reports of 7.1% (2 
out of 28),10 9.1%,11 15.6% (7 out of 45),12 and 19.0% (4 
out of 21)13 in smaller studied populations. There is no 
head-to-head comparison but the diagnostic accuracy 
of the Tc phytate in current large-scale study is equal or 
superior to the more globally used radioisotopes. In meta-
analyses, the false negative rates of other radioisotopes are 
estimated at about 3%,14 5%,15 7.5%,16 8%,17 10%,18 and up 
to 12%19 which are quite comparable with the results of the 
current study concerning Tc phytate.

Furthermore, we demonstrated that the detection rates 
of procedures with injections on the day of surgery or the 
day before surgery are the same and suspicions raised 
about the washout of the primary SLNs would not be valid 
for Tc phytate similar to other radioisotopes, which are 
globally more employed. 

Phytate has a remarkable advantage over sulfur colloid 
and antimony-based radiopharmaceuticals, which include 
its simple preparation procedure, no need to boil, and 
its shorter preparation time. Tc phytate is prepared with 
just a 2-minute shaking process at room temperature 
and becomes ready to inject after 20 minutes.20 The 
disadvantages of this radiopharmaceutical include the 
in-vivo colloid formation after injection which brings 
certain suspicions about the colloid size, and the possible 
washout of the tracer out of the primary SN due to 
possible instability.21 In Iran, phytate is used instead of 
the sulfur colloid and antimony (which are respectively 

Table 1. Characteristics of the Patient’s Tumors and the Injection Protocol

Patient or Tumor Variable Mean ± SD or Number (%)

Age (y) 50.2 ± 11.6

Tumor size (mm) 23.5 ± 13.3

Tumor side

Left 1360 (51)

Right 1289 (48.4)

missing 14 (0.5)

Total 2663 (100)

Tumor type

DCIS 215 (8.8)

IDC 1935 (78.8)

ILC 202 (8.2)

LCIS 11 (0.4)

Others 92 (3.7)

Tumor grade

1 319 (13.7)

2 1422 (61.2)

3 581 (25)

Isotope injection protocol
1-day 2046 (76.8)

2-days 617 (23.2)

DCIS, Ductal carcinoma in-situ; IDC, invasive ductal carcinoma; ILC, Invasive 
lobular carcinoma; LCIS, Lobular carcinoma in situ; SD, standard deviation.

Table 2. Number and Involvement Status of Sentinel, Non-sentinel, and 
Dissected Lymph Nodes, and the Detection and False Negative Sentinel 
Lymph Node Rates

Patient or Tumor Variable 
Number (%)
(N = 2663)

SN status

Negative 1853 (69.6)

Positive 806 (30.3)

Not detected 4 (0.2)

Detected 2659 (99.8)

NSN status

Negative 794 (29.8)

Positive 113 (4.2)

Resected 907 (34.1)

Non-existent 1756 (65.9)

DN status

Negative 976 (36.7)

Positive 297 (11.2)

Not dissected 1390 (52.2)

Result of SN biopsy

True negative 1785 (67.0)

Positive 806 (30.3)

False negative 72 (2.7)

SLN, Sentinel lymph node; NSN, Non- sentinel lymph node; DN, Dissected 
lymph nodes.
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used in the United States and Europe) because it is 
more easily producible inside the country, although Tc 
antimony is available, and has a cost reduction privilege 
over other tracers. The current study documented a 
detection rate similar to other radiopharmaceuticals and 
with similar on-the-day or on-the-day-before-surgery 
diagnostic accuracy. 

This study had some limitations; first, it suffers from 
the pitfalls of retrospective studies. The data were not 
collected for research purposes and were registered by 
the treating surgical team. Furthermore, the exact dose 
of radiopharmaceuticals was not recorded and could not 
be assessed. Lastly, the effect of experience and learning 
process on the results was not under control. However, 
considering that the data were collected during a long-
time lapse of 14 years with surgeons becoming more 
experienced during the study period as well as the 
inclusion of patients with different injection methods 
in different nuclear medicine centers (i.e. variable exact 
site, depth, and dose of injection), we believe that the 
result is generalizable for different surgical and nuclear 
medicine settings.

Conclusion
In conclusion, the results indicate that Tc phytate is a 
reliable radiopharmaceutical for breast SLNB with robust 
results with injection either on the day or the day before 
surgery. Considering the easier preparation method, we 
suggest that Tc phytate may replace the more routinely 
used agents.

Acknowledgments
We would like to acknowledge Dr. Akram Seifollahi and Dr. 
Amirnader Emami-Razavi for providing histology data, Miss Matina 
Noori for data gathering, and Miss Shiller Taleb Hessami Azar for 
her support for data collection. Also, we would like to thank the 
residents and fellows who assisted in nuclear medicine and surgical 
procedures and provided service to patients. 

Authors’ Contribution
Conceptualization: Sadaf Alipour, Ramesh Omranipour, Mehrshad 
Abassi, Bita Eslami.
Data curation: Sadaf Alipour, Ramesh Omranipour, Alireza 
Abdollahi, Newsha Nazarian, Bardia Gholami, Samareh Heydari.
Formal analysis: Mehrshad Abassi, Bita Eslami.
Funding acquisition: Sadaf Alipour.
Methodology: Mehrshad Abassi, Bita Eslami.
Project administration: Sadaf Alipour, Ramesh Omranipour.
Supervision: Sadaf Alipour.
Validation: Mehrshad Abassi, Bita Eslami.
Writing–original draft: Sadaf Alipour, Mehrshad Abassi.
Writing–review & editing: Sadaf Alipour, Mehrshad Abassi, Ramesh 
Omranipour, Bita Eslami, Alireza Abdollahi, Newsha Nazarian, 
Bardia Gholami, Samareh Heydari.

Competing Interests
The authors have no conflict of interest to declare.

Ethical Approval
The study was performed according to ethical principles for 
medical research of the Helsinki declaration, and was approved 
by the Ethics Committee of Tehran University of Medical Sciences 

(Approval Code: IR.TUMS.SINAHOSPITAL.REC.1400.048). All 
patients had given their written informed consent for the use of their 
data in research at the time of hospitalization.

Funding
The Study has received a grant from the Deputy of Research of 
Tehran University of Medical Sciences (Grant Number: 52637-101-
1-1400), Tehran, Iran.

References
1. Wang Z, Wu LC, Chen JQ. Sentinel lymph node biopsy 

compared with axillary lymph node dissection in early 
breast cancer: a meta-analysis. Breast Cancer Res Treat. 
2011;129(3):675-89. doi: 10.1007/s10549-011-1665-1.

2. Li CZ, Zhang P, Li RW, Wu CT, Zhang XP, Zhu HC. Axillary 
lymph node dissection versus sentinel lymph node biopsy 
alone for early breast cancer with sentinel node metastasis: 
a meta-analysis. Eur J Surg Oncol. 2015;41(8):958-66. doi: 
10.1016/j.ejso.2015.05.007.

3. Che Bakri NA, Kwasnicki RM, Khan N, Ghandour O, Lee 
A, Grant Y, et al. Impact of axillary lymph node dissection 
and sentinel lymph node biopsy on upper limb morbidity 
in breast cancer patients: a systematic review and meta-
analysis. Ann Surg. 2023;277(4):572-80. doi: 10.1097/
sla.0000000000005671.

4. Tsai RJ, Dennis LK, Lynch CF, Snetselaar LG, Zamba GK, Scott-
Conner C. The risk of developing arm lymphedema among 
breast cancer survivors: a meta-analysis of treatment factors. 
Ann Surg Oncol. 2009;16(7):1959-72. doi: 10.1245/s10434-
009-0452-2.

5. Niebling MG, Pleijhuis RG, Bastiaannet E, Brouwers AH, 
van Dam GM, Hoekstra HJ. A systematic review and meta-
analyses of sentinel lymph node identification in breast cancer 
and melanoma, a plea for tracer mapping. Eur J Surg Oncol. 
2016;42(4):466-73. doi: 10.1016/j.ejso.2015.12.007.

6. Pesek S, Ashikaga T, Krag LE, Krag D. The false-negative rate of 
sentinel node biopsy in patients with breast cancer: a meta-
analysis. World J Surg. 2012;36(9):2239-51. doi: 10.1007/
s00268-012-1623-z.

7. Tan PH, Ellis I, Allison K, Brogi E, Fox SB, Lakhani S, et al. The 
2019 World Health Organization classification of tumours of 
the breast. Histopathology. 2020;77(2):181-5. doi: 10.1111/
his.14091.

8. Straver ME, Meijnen P, van Tienhoven G, van de Velde CJ, 
Mansel RE, Bogaerts J, et al. Sentinel node identification rate 
and nodal involvement in the EORTC 10981-22023 AMAROS 
trial. Ann Surg Oncol. 2010;17(7):1854-61. doi: 10.1245/
s10434-010-0945-z.

9. Kuehn T, Bauerfeind I, Fehm T, Fleige B, Hausschild M, Helms 
G, et al. Sentinel-lymph-node biopsy in patients with breast 
cancer before and after neoadjuvant chemotherapy (SENTINA): 
a prospective, multicentre cohort study. Lancet Oncol. 
2013;14(7):609-18. doi: 10.1016/s1470-2045(13)70166-9.

10. Seok JW, Choi YS, Chong S, Kwon GY, Chung YJ, Kim BG, et al. 
Sentinel lymph node identification with radiopharmaceuticals 
in patients with breast cancer: a comparison of 99mTc-tin 
colloid and 99mTc-phytate efficiency. Breast Cancer Res Treat. 
2010;122(2):453-7. doi: 10.1007/s10549-010-0973-1.

11. Eftekhari M, Beiki D, Fallahi B, Arabi M, Memari F, 
Gholamrezanezhad A, et al. Assessment the diagnostic 
accuracy of sentinel lymph nodes lymphoscintigraphy 
using technetium-99m phytate in breast cancer. Daru. 
2015;17(2):83-7.

12. Dabbagh Kakhki VR, Jangjoo A, Tavassoli A, Asadi M, Sadri 
K, Fattahi Masoom A, et al. Sentinel node mapping for early 
breast cancer patients using 99mTc-phytate: single center 
experience on 165 patients. Iran J Nucl Med. 2012;20(2):25-9.

13. Yang S, Bao W, Bai X, Gao C, Zhang B, Jiang Z. 99mTc-labeled 

https://doi.org/10.1007/s10549-011-1665-1
https://doi.org/10.1016/j.ejso.2015.05.007
https://doi.org/10.1097/sla.0000000000005671
https://doi.org/10.1097/sla.0000000000005671
https://doi.org/10.1245/s10434-009-0452-2
https://doi.org/10.1245/s10434-009-0452-2
https://doi.org/10.1016/j.ejso.2015.12.007
https://doi.org/10.1007/s00268-012-1623-z
https://doi.org/10.1007/s00268-012-1623-z
https://doi.org/10.1111/his.14091
https://doi.org/10.1111/his.14091
https://doi.org/10.1245/s10434-010-0945-z
https://doi.org/10.1245/s10434-010-0945-z
https://doi.org/10.1016/s1470-2045(13)70166-9
https://doi.org/10.1007/s10549-010-0973-1


Arch Iran Med, Volume 26, Issue 11, November 2023622

Omranipour et al

sodium phytate and stannous chloride injection accurately 
detects sentinel lymph node in axillary of early-stage breast 
cancer: a randomized, controlled study. Onco Targets Ther. 
2018;11:1891-8. doi: 10.2147/ott.s155265.

14. Mok CW, Tan SM, Zheng Q, Shi L. Network meta-analysis 
of novel and conventional sentinel lymph node biopsy 
techniques in breast cancer. BJS Open. 2019;3(4):445-52. doi: 
10.1002/bjs5.50157.

15. Miltenburg DM, Miller C, Karamlou TB, Brunicardi FC. Meta-
analysis of sentinel lymph node biopsy in breast cancer. J Surg 
Res. 1999;84(2):138-42. doi: 10.1006/jsre.1999.5629.

16. He PS, Li F, Li GH, Guo C, Chen TJ. The combination of 
blue dye and radioisotope versus radioisotope alone during 
sentinel lymph node biopsy for breast cancer: a systematic 
review. BMC Cancer. 2016;16:107. doi: 10.1186/s12885-
016-2137-0.

17. Moody LC, Wen X, McKnight T, Chao C. Indications for 
sentinel lymph node biopsy in multifocal and multicentric 
breast cancer. Surgery. 2012;152(3):389-96. doi: 10.1016/j.

surg.2012.06.017.
18. Yin R, Ding LY, Wei QZ, Zhou Y, Tang GY, Zhu X. Comparisons 

of ICG-fluorescence with conventional tracers in sentinel 
lymph node biopsy for patients with early-stage breast cancer: 
a meta-analysis. Oncol Lett. 2021;21(2):114. doi: 10.3892/
ol.2020.12375.

19. D’Angelo-Donovan DD, Dickson-Witmer D, Petrelli NJ. 
Sentinel lymph node biopsy in breast cancer: a history 
and current clinical recommendations. Surg Oncol. 
2012;21(3):196-200. doi: 10.1016/j.suronc.2011.12.005.

20. Alavi A, Staum MM, Shesol BF, Bloch PH. Technetium-99m 
stannous phytate as an imaging agent for lymph nodes. J Nucl 
Med. 1978;19(4):422-6.

21. Schwartz GF, Giuliano AE, Veronesi U. Proceedings of the 
consensus conference on the role of sentinel lymph node 
biopsy in carcinoma of the breast April 19 to 22, 2001, 
Philadelphia, Pennsylvania. Hum Pathol. 2002;33(6):579-89. 
doi: 10.1053/hupa.2002.124117.

 2023 The Author(s). This is an open-access article distributed under the terms of the Creative Commons Attribution License (http://creativecommons.
org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.

https://doi.org/10.2147/ott.s155265
https://doi.org/10.1002/bjs5.50157
https://doi.org/10.1006/jsre.1999.5629
https://doi.org/10.1186/s12885-016-2137-0
https://doi.org/10.1186/s12885-016-2137-0
https://doi.org/10.1016/j.surg.2012.06.017
https://doi.org/10.1016/j.surg.2012.06.017
https://doi.org/10.3892/ol.2020.12375
https://doi.org/10.3892/ol.2020.12375
https://doi.org/10.1016/j.suronc.2011.12.005
https://doi.org/10.1053/hupa.2002.124117

