
Pharmacology and Therapeutics 

Serious Adverse Events Following Subcutaneous Testosterone Pellet        
Therapy in Women: A Structured Narrative Review of Published          
Case Reports   
Lucas Caseri Câmara1 , Matheus Hissa Lourenço Ferreira2 a 

1 Department of Clinical Anabolism, College of Governance, Engineering, and Education of São Paulo - FGE-SP, São Paulo, Brazil., 2 School of Physical 
Education, Physical Therapy, and Occupational Therapy, Federal University of Minas Gerais (UFMG) 

https://doi.org/10.64551/001c.163676 

Inquisiva Open 
Vol. 2, Issue 1, 2026 

Abstract  
Objectives  
To identify and critically examine published case reports describing serious adverse events 
potentially associated with subcutaneous testosterone pellet therapy in women, and to 
assess the strength of the available evidence regarding the safety of this intervention. 

Methods  
A structured narrative review was conducted following the PRISMA 2020 framework for 
study identification and selection. PubMed/MEDLINE, Embase, Scopus, and Web of 
Science were searched from inception to May 12, 2026. Eligible publications were case 
reports describing women exposed to subcutaneous testosterone pellets who experienced 
serious adverse events. Methodological quality of included reports was assessed using 
the Joanna Briggs Institute Critical Appraisal Checklist for Case Reports. Findings were 
synthesized narratively. 

Results  
The search identified 74 records, of which three case reports met the eligibility criteria. 
Reported serious adverse events included non-arteritic cilioretinal artery occlusion, severe 
psychiatric manifestations, and portomesenteric venous thrombosis. The strength of the 
association varied across reports, and definitive causality could not be established in any 
case. Methodological reporting quality was generally high, although intervention details 
were unclear in two reports. 

Conclusions  
The published case-report evidence identified in this review comprised only three reports. 
Although theoretical concerns exist regarding dose variability and supraphysiologic 
exposure with testosterone pellet therapy, published reports of serious adverse events in 
women remain scarce. These findings highlight the need for improved pharmacovigilance 
and higher-quality studies. 
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1. INTRODUCTION 

Testosterone is a physiologically relevant androgen in 
women, produced by the ovaries, adrenal glands, and pe
ripheral conversion of steroid precursors.1 Although histor
ically perceived as predominantly a male hormone, testos
terone contributes to female sexual function and several 
broader physiological processes.1,2 

The most established evidence-based indication for 
testosterone therapy in women is the treatment of hypoac
tive sexual desire disorder (HSDD) in carefully selected 
postmenopausal women.2‑4 International consensus state
ments and clinical practice guidelines acknowledge that ap
propriately dosed testosterone therapy may improve sexual 
desire and related aspects of sexual function in this pop
ulation, while emphasizing the importance of maintain
ing physiologic dosing and avoiding supraphysiologic expo
sure.2,4 

More recently, alternative administration strategies, in
cluding short-term and on-demand testosterone ap
proaches, have also been explored in selected populations, 
although safety data remain limited and heterogeneous.5 

Despite these recommendations, important uncertain
ties remain regarding the long-term safety of testosterone 
therapy in women, particularly when non-standardized, 
compounded, or prolonged-delivery formulations are used. 
Testosterone pellets have gained attention in some clinical 
settings because of their convenience and sustained hor
mone delivery. However, concerns persist regarding dose 
variability, prolonged systemic exposure, limited reversibil
ity once pellets have been implanted, and the potential for 
supraphysiologic serum testosterone concentrations.2‑4 

Serious adverse events attributed to testosterone ther
apy in women are frequently discussed in clinical and pub
lic discourse, yet the extent to which such concerns are 
supported by peer-reviewed case-based evidence remains 
unclear. While case reports do not establish incidence or 
causality, they remain valuable for the early detection of 
rare or unexpected safety signals and for generating clini
cally relevant hypotheses regarding potential harm.6,7 

Given the ongoing debate regarding the safety of sub
cutaneous testosterone pellet therapy in women, this re
view aimed to systematically identify and critically examine 
published case reports describing serious adverse events 
potentially associated with this intervention. 

2. METHODS 

2.1. REVIEW DESIGN    

This was a structured narrative review of published case 
reports describing serious adverse events potentially as
sociated with subcutaneous testosterone pellet therapy in 
women. The study identification, screening, eligibility as
sessment, and selection process were conducted and re
ported in accordance with the Preferred Reporting Items 
for Systematic Reviews and Meta-Analyses (PRISMA) 2020 
statement.8 Given the descriptive nature of case-based evi
dence, clinical heterogeneity of the adverse events, and the 

small number of eligible reports, findings were synthesized 
narratively rather than quantitatively. 

2.2. SEARCH STRATEGY    

A structured literature search was conducted to identify 
published case reports describing adverse events poten
tially associated with subcutaneous testosterone pellet 
therapy in women. The electronic databases PubMed/MED
LINE, Embase, Scopus, and Web of Science were systemati
cally searched from inception to May 12, 2026. 

The search strategy was specifically designed to identify 
case-based reports involving subcutaneous testosterone 
pellet therapy, combining terms related to testosterone pel
lets, testosterone implants, and subcutaneous testosterone, 
along with filters or equivalent search terms for case re
ports. Complete database-specific search strategies are pro
vided in Supplementary Table S1. 

Given the exploratory pharmacovigilance-oriented ob
jective of this review, case reports were intentionally se
lected as the primary evidence source because they provide 
individualized clinical descriptions of uncommon or serious 
adverse events, allowing assessment of temporal associa
tion, clinical evolution, alternative explanations, and po
tential causal plausibility. 

2.3. SEARCH SENSITIVITY ANALYSIS     

To enhance sensitivity and minimize the risk of missing 
relevant reports due to indexing limitations of the auto
matic case report filter, an additional search was performed 
in PubMed/MEDLINE on June 13, 2026, without using the 
case reports filter. Free-text terms for study design (“case 
report”, “case reports”, “case series”) and broader exposure 
terms (“testosterone therapy”, “androgen therapy”, 
“testosterone replacement therapy”) were added to the 
original strategy. This supplementary search did not iden
tify any additional eligible case reports (Supplementary 
Table S2). 

2.4. ELIGIBILITY CRITERIA    

A serious adverse event (SAE) was defined according to the 
International Council for Harmonisation (ICH) E2A guide
line as an event resulting in death, life-threatening illness, 
hospitalization, persistent disability, or another medically 
important outcome.9 Eligible publications were case re
ports describing women exposed to subcutaneous testos
terone pellet therapy in whom a reported SAE was consid
ered potentially associated with the intervention. 

Studies were excluded if they involved male participants; 
did not include exposure to subcutaneous testosterone pel
lets; failed to describe an individualized SAE; lacked suf
ficient clinical detail to establish at least a plausible tem
poral relationship between testosterone exposure and the 
reported outcome; or consisted of review articles, editori
als, conference abstracts without adequate case-level infor
mation, or other non–case-based publications. 
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2.5. STUDY SELECTION    

Study selection was conducted independently by the two 
authors in a two-stage screening process. 

First, titles and abstracts of all retrieved records were 
screened for potential eligibility. Full texts were subse
quently obtained and assessed for studies considered po
tentially relevant after initial screening. Discrepancies re
garding eligibility were resolved through discussion and 
consensus. 

2.6. DATA EXTRACTION    

For each included case report, data were extracted using a 
standardized approach, including author and year of publi
cation, patient age and relevant clinical characteristics, in
dication for testosterone therapy (when reported), testos
terone formulation, dose and duration of exposure, 
reported serum testosterone concentrations (when avail
able), characteristics of the adverse event, relevant comor
bidities or potential confounding risk factors, management 
of the adverse event, clinical outcome and follow-up, and 
the authors’ interpretation regarding possible causal as
sociation. Given the expected clinical heterogeneity and 
the inherently descriptive nature of case-based evidence, 
findings were synthesized narratively rather than quantita
tively. 

2.7. METHODOLOGICAL QUALITY APPRAISAL     

Methodological reporting quality of the included case re
ports was assessed using the Joanna Briggs Institute (JBI) 
Critical Appraisal Checklist for Case Reports,10 which eval
uates completeness and transparency across eight domains, 
including patient description, clinical history, diagnostic 
assessment, intervention details, outcomes, adverse event 
reporting, and clinical lessons. Given the nature of case re
port evidence, this appraisal was intended to assess report
ing quality and methodological completeness rather than 
formal comparative risk of bias. 

2.8. DATA SYNTHESIS AND ANALYTICAL APPROACH       

Given the small number of eligible reports, clinical hetero
geneity of the adverse events, and the descriptive nature of 
case-based evidence, quantitative synthesis, incidence es
timation, and formal causal inference were not attempted. 
Instead, this review adopted a case-based translational ev
idence synthesis approach, integrating individual clinical 
observations with broader pharmacovigilance and clinical 
safety considerations. The objective was not to estimate 
event frequency, but rather to examine the availability, 
characteristics, and interpretive value of published serious 
adverse event reports involving testosterone pellet therapy 
in women. 

3. RESULTS 

The structured literature search across PubMed, Embase, 
Scopus, and Web of Science identified a total of 74 records. 

After removal of 37 duplicate records, 37 unique records 
remained for title and abstract screening. Following initial 
screening, five case reports were considered potentially el
igible for full-text assessment. Of these, two were excluded 
for failing to meet the predefined eligibility criteria, and 
three case reports were ultimately included in the review 
for describing adverse events potentially associated with 
subcutaneous testosterone pellet therapy in women (Figure 
1). A supplementary search in PubMed without the auto
matic case-report filter and with additional free-text terms 
for study design and exposure identified no further eligible 
case reports. The excluded full-text studies and the corre
sponding reasons for exclusion are detailed in Supplemen
tary Table S3. 

3.1. CHARACTERISTICS OF INCLUDED CASE REPORTS       

The three included case reports described clinically distinct 
serious adverse events reported in peri- or postmenopausal 
women receiving subcutaneous testosterone pellet ther
apy.11‑13 Reported events included non-arteritic cilioreti
nal artery occlusion, severe psychiatric manifestations oc
curring in the context of markedly elevated serum 
testosterone concentrations after prolonged pellet use, and 
portomesenteric venous thrombosis in a postmenopausal 
woman with multiple pre-existing thrombotic risk fac
tors.11‑13 The interval between testosterone exposure and 
event presentation ranged from 1 month to more than 10 
years, and supraphysiologic testosterone concentrations 
were documented in two reports. Relevant coexisting clin
ical factors included retinal migraine, obesity, chronic ob
structive pulmonary disease, elevated hematocrit, and a 
personal or family history of psychiatric disorders. Detailed 
clinical characteristics of the included case reports are 
summarized in Table 1. Considerations regarding temporal 
relationships, potential confounding factors, dechallenge/
rechallenge findings, and overall interpretation of the re
ported events are presented in Supplementary Table S4. 

3.2. METHODOLOGICAL QUALITY ASSESSMENT     

Methodological reporting quality of the included case re
ports was assessed using the Joanna Briggs Institute (JBI) 
Critical Appraisal Checklist for Case Reports,10 a standard
ized tool designed to evaluate the completeness and trans
parency of case report reporting across eight domains, in
cluding patient characteristics, clinical history, diagnostic 
assessment, intervention, outcomes, adverse events, and 
key clinical lessons. Most appraisal criteria were fulfilled 
across the included reports (Figure 2). Two reports were 
rated as unclear for the intervention-description domain 
because details regarding the testosterone pellet formula
tion and administration were incompletely reported. Item-
level JBI judgments and supporting rationale for each as
sessment are presented in Supplementary Table S5. 
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Table 1. Clinical Characteristics, Testosterone Exposure, and Adverse Events Reported in Included Case Reports             

Author 
(Year) 

Patient 
characteristics 

Indication 
for therapy 

Testosterone 
exposure 

Time to 
event 

Testosterone 
level (timing) 

Relevant risk 
factors / 

laboratory 
findings 

Adverse event Management Outcome 
Causality 

assessment 

Andoh & 
Light 
(2026)11 

48-year-old 
perimenopausal 
woman 

Low 
testosterone 
/ menopausal 
symptoms 

Subcutaneous 
testosterone 
pellets (dose 
and schedule 
not reported) 

1 month 

228 ng/dL 
(measured 
after 
implantation, 
at time of 
event) 

Retinal 
migraine; 
hormonal 
acne; 
spironolactone 
use; negative 
thrombophilia/
stroke work-
up; CRP 1.7 
mg/dL 

Non-arteritic 
cilioretinal 
artery occlusion 
with acute 
central scotoma 

Antiplatelet 
therapy, aspirin, 
statin; pellet 
removal not 
feasible 

Partial visual 
improvement 
over 6 weeks; 
retinal 
whitening 
resolved; 
residual visual 
field defect 
persisted 

Possible 
association 

Daram et 
al. 
(2024)12 

58-year-old 
postmenopausal 
woman 

Libido and 
energy 
improvement 

Testosterone 
pellets for 
>10 years; 
dose 
escalation 
from 200 mg 
to 250 mg 

Long-term 
exposure; 
recurrence 
after re-
exposure 

Peak 1,171 
ng/dL (June 
2021); 
repeat 962 
ng/dL; after 
re-exposure 
264 ng/dL; 
subsequently 
144–153 ng/
dL 

Personal 
anxiety 
history; family 
history of 
mood and 
psychotic 
disorders; 
concomitant 
use of GABA, 
L-theanine, 
and St. John's 
wort 

Severe 
psychiatric 
manifestations 
(insomnia, 
agitation, 
anxiety, 
paranoid 
delusions, 
impulsive 
thoughts) 

Psychiatric 
hospitalization 
(2 weeks); 
psychotropic 
medications; 
testosterone 
discontinuation 

Gradual 
symptom 
resolution after 
discontinuation; 
recurrence 
after re-
exposure; 
asymptomatic 
off therapy 

Association 
supported 
by 
temporality, 
dechallenge, 
and positive 
rechallenge 

Campitruz 
et al. 
(2021)13 

55-year-old 
postmenopausal 
woman 

Reduced 
libido / 
hypoactive 
sexual desire 

Testosterone 
pellet therapy 
(implant; dose 
and schedule 
not reported) 

2 months 

182 ng/dL 
(measured at 
time of 
thrombosis) 

Obesity (BMI 
30.5 kg/m²); 
COPD; 
hemoglobin 
17.5 g/dL; 
hematocrit 
52%; chronic 
hypoxia 

Portomesenteric 
venous 
thrombosis with 
acute abdominal 
pain 

Anticoagulation 
(LMWH 
followed by 
rivaroxaban); 
testosterone 
discontinued 

Clinical 
improvement; 
partial 
recanalization; 
no recurrence 
during follow-
up 

Possible 
association 

Note: All cases fulfilled the ICH E2A criteria for serious adverse events (persistent disability, hospitalization, or important medical event requiring intervention). 
Abbreviations: BMI, body mass index; COPD, chronic obstructive pulmonary disease; CRP, C-reactive protein; LMWH, low-molecular-weight heparin. Testosterone concentrations are reported as described in the original case reports. Where information was not available in 
the source reports, this is indicated as ‘not reported’. 
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Figure 1. PRISMA 2020 Flow Diagram of Study Identification, Screening, Eligibility Assessment, and Inclusion             

4. DISCUSSION 

The principal finding of this review was the identifica
tion of only three peer-reviewed case reports directly de
scribing adverse events potentially associated with subcu
taneous testosterone pellet therapy in women.11‑13 These 
reports involved clinically significant but heterogeneous 
events, including non-arteritic cilioretinal artery occlusion, 
severe psychiatric manifestations, and portomesenteric ve
nous thrombosis. While these events raise legitimate safety 
concerns, interpretation of causality requires caution. 

In the ophthalmologic case, the patient had a prior his
tory of retinal migraine, although extensive systemic eval
uation did not identify thrombophilia or another clear al
ternative etiology.11 In the psychiatric case, the presence of 
markedly elevated testosterone concentrations, prolonged 
exposure, dose escalation, and recurrence after re-exposure 
strengthen the plausibility of a causal relationship, al
though this scenario may represent supraphysiologic expo
sure rather than monitored physiologic replacement.12 In 
the thrombotic case, the authors acknowledged concomi
tant prothrombotic risk factors, including obesity, chronic 
obstructive pulmonary disease, elevated hematocrit, and 
possible chronic hypoxia.13 

Taken together, these reports suggest possible safety 
signals, but they do not establish definitive causality. Their 
primary value lies in hypothesis generation and clinical vig
ilance rather than causal inference.14 

4.1. REGULATORY AND CLINICAL CONTEXT      

Testosterone therapy in women remains an area of ongoing 
clinical and regulatory debate. Although testosterone has 
demonstrated therapeutic benefit in selected clinical con
texts, particularly for postmenopausal women with hypoac
tive sexual desire disorder, concerns remain regarding long-
term safety, appropriate dosing, and formulation 
selection.2‑4 

A key distinction must be made between physiologic 
therapeutic use and supraphysiologic, poorly monitored, 
compounded, or non-standardized use. This distinction is 
especially relevant for pellet formulations, which may be 
associated with prolonged exposure, limited reversibility 
once implanted, and increased risk of achieving supraphys
iologic serum testosterone levels. The psychiatric case 
identified in this review particularly illustrates this con
cern, as testosterone concentrations substantially exceeded 
expected physiologic female ranges.12 
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Figure 2. Methodological quality assessment of included case reports using the Joanna Briggs Institute (JBI)              
Critical Appraisal Checklist for Case Reports       

Current clinical recommendations for testosterone ther
apy in women are limited to carefully selected post
menopausal women with hypoactive sexual desire disorder 
and are intended to achieve physiologic testosterone con
centrations. Both the Global Consensus Position State
ment2 and the ISSWSH Clinical Practice Guideline4 caution 
against testosterone pellet therapy when it produces sup
raphysiologic exposure or cannot be adequately titrated af
ter implantation. More specifically, the Global Consensus 
Position Statement excludes pellets and other supraphys
iologic formulations from its physiologic-dose recommen
dations, while the ISSWSH guideline states that pellets are 
not recommended because implants may produce supra
physiologic concentrations and do not permit dose titra
tion. These concerns apply specifically to pellet formula
tions and should be distinguished from compounded 
testosterone preparations in general, which may or may not 
share the same pharmacokinetic limitations. However, de
spite these theoretical concerns, published reports of seri
ous adverse events associated with testosterone pellet ther
apy in women remain scarce. In the present review, only 
three case reports describing such events were identified. 
This discrepancy between guideline caution and the limited 
published evidence of harm underscores the need for im
proved pharmacovigilance and higher-quality studies be
fore definitive conclusions about safety can be drawn. A re
cent structured narrative review similarly concluded that, 
although testosterone pellets provide long-term delivery, 
most available data derive from observational studies, and 
both efficacy and safety remain insufficiently character
ized.15 

Thus, concerns raised by inappropriate, poorly moni
tored, or supraphysiologic pellet use should not be general
ized to all evidence-based testosterone therapy in women. 

4.2. COMPARISON WITH EXISTING LITERATURE      

The findings of the included case reports should be in
terpreted within the context of the broader evidence base 
on testosterone therapy in women. Randomized controlled 
trials and meta-analyses evaluating testosterone therapy 
for hypoactive sexual desire disorder in postmenopausal 
women have generally demonstrated reassuring short-term 
safety profiles when physiologic doses are used, with ad
verse effects primarily limited to acne, hirsutism, and other 
mild androgenic symptoms, while serious adverse events 
remain infrequently reported.2‑4,16 However, these studies 
have predominantly evaluated transdermal formulations 
designed to achieve physiologic testosterone concentra
tions and allow dose titration or treatment discontinuation 
when necessary. In contrast, testosterone pellet therapy 
provides prolonged hormone exposure over several months 
and may result in supraphysiologic testosterone concen
trations, with limited ability to modify or reverse exposure 
once implanted. Consequently, the serious adverse events 
described in the present review may not be representative 
of the safety profile observed with physiologically dosed 
testosterone therapy using titratable formulations. This 
distinction highlights an important evidence gap, as long-
term safety data for pellet therapy remain limited and un
common serious adverse events may be underrecognized, 
underreported, or insufficiently characterized in the exist
ing literature.4,15 
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4.3. CLINICAL IMPLICATIONS    

Case reports remain an important component of pharma
covigilance, particularly for rare or unexpected adverse 
events. However, attribution of harm to hormonal interven
tions requires careful interpretation. Meaningful assess
ment of potential causality depends on adequate documen
tation of clinical indication, dose, formulation, serum 
hormone concentrations, duration of exposure, coexisting 
risk factors, concomitant medications, diagnostic exclusion 
of alternative causes, clinical evolution after discontinua
tion, and, when applicable, recurrence after re-exposure.6,

7,11‑13 

Without such detail, isolated anecdotal observations 
cannot meaningfully inform risk estimation or clinical de
cision-making. Clinicians considering testosterone pellet 
therapy should therefore ensure careful patient selection, 
risk assessment, dose monitoring, and counseling regard
ing uncertainties in long-term safety. 

4.4. STRENGTHS AND LIMITATIONS     

This review has several strengths, including a structured 
multi-database search, explicit eligibility criteria, a sup
plementary sensitivity search using broader exposure and 
case-report terms, and methodological appraisal of in
cluded reports using the Joanna Briggs Institute critical 
appraisal framework.10 However, important limitations 
should be acknowledged. First, the analysis was restricted 
to published case reports, which represent a low level of 
evidence and are inherently vulnerable to publication bias, 
incomplete reporting, and uncertain causal attribution. 
Second, the small number of included reports precludes 
meaningful generalization regarding incidence, frequency, 
comparative safety, or the overall risk profile of testos
terone pellet therapy in women. Third, spontaneous phar
macovigilance databases, regulatory adverse-event report
ing systems, observational studies, and randomized clinical 
trial safety datasets were not systematically analyzed. Al
though multiple databases were searched, relevant cases 
may still have been missed if they were not indexed as case 
reports or did not use pellet-specific terminology. There
fore, the identification of only three published case reports 
should not be interpreted as evidence that such events are 
rare, or as evidence of safety or absence of harm, since un
derreporting, publication bias, variable clinical recognition, 
and use of testosterone pellets outside academic settings 
may all influence the number of cases available in the liter
ature. 

4.5. FUTURE RESEARCH DIRECTIONS     

The current evidence base underscores the need for more 
systematic safety evaluation of testosterone pellet therapy 
in women. Prospective registries, pharmacovigilance analy
ses, multicenter observational cohorts, and better charac
terization of dose-response relationships would substan
tially improve understanding of rare but clinically 
important adverse events. More transparent reporting of 
suspected complications would also facilitate more bal

anced evidence-based regulatory and clinical decision-
making. 

5. CONCLUSION 

The limited number of peer-reviewed case reports identi
fied in this review should not be interpreted as evidence 
of safety, nor as proof of absence of clinically important 
risk. Rather, the available literature suggests that serious 
adverse events may occur under certain circumstances, par
ticularly in the context of supraphysiologic exposure or 
concomitant risk factors, but remains insufficient to define 
the true magnitude of risk. Strengthening pharmacovigi
lance, improving transparency in adverse event reporting, 
and generating higher-quality safety evidence should be 
priorities for future research. 
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SUPPLEMENTARY MATERIAL 

Supplementary Table S1.  Complete electronic search strategies used in PubMed/MEDLINE, Embase, Scopus, and           
Web of Science for identification of eligible case reports (conducted on May 12, 2026)               

Database Search strategy 

PubMed/
MEDLINE 

("testosterone pellets"[All Fields] OR "testosterone pellet"[All Fields] OR "testosterone implants"[All Fields] OR 
"testosterone implant"[All Fields] OR "subcutaneous testosterone"[All Fields]) AND (casereports[Filter]) 

Embase 
(Elsevier) 

('testosterone pellet':ti,ab,kw OR 'testosterone pellets':ti,ab,kw OR 'testosterone implant':ti,ab,kw OR 
'testosterone implants':ti,ab,kw OR 'subcutaneous testosterone':ti,ab,kw) AND ('case report'/exp OR 'case 
report':ti,ab,kw) 

Scopus 
TITLE-ABS-KEY ("testosterone pellet" OR "testosterone pellets" OR "testosterone implant" OR "testosterone 
implants" OR "subcutaneous testosterone") AND TITLE-ABS-KEY ("case report" OR "case reports") 

Web of 
Science Core 
Collection 

TS=("testosterone pellet" OR "testosterone pellets" OR "testosterone implant" OR "testosterone implants" OR 
"subcutaneous testosterone") AND TS=("case report" OR "case reports") 

Supplementary Table S2.  PubMed supplementary search strategy for sensitivity analysis (conducted on June 13,            
2026)  

Database Search strategy 

PubMed/
MEDLINE 

("testosterone pellet"[tiab] OR "testosterone pellets"[tiab] OR "testosterone implant"[tiab] OR "testosterone 
implants"[tiab] OR "subcutaneous testosterone"[tiab] OR "testosterone therapy"[tiab] OR "androgen therapy"[tiab] 
OR "testosterone replacement therapy"[tiab]) AND ("case report"[tiab] OR "case reports"[tiab] OR "case series"[tiab]) 

Note: This supplementary search was performed without the automatic case reports publication type filter. No additional eligible case reports were identified. 

Supplementary Table S3.  Full-text articles excluded after eligibility assessment and reasons for exclusion           

Study Citation DOI / PMID 
Reason for 
exclusion 

Patel MH, 
Brumfiel CM, 
Breen I, 
Glembocki D, 
Luber A 

Granulomatous Panniculitis as a Complication of 
Subcutaneous Testosterone Pellet Therapy. Skinmed. 
2023;21(3):203–204. 

PMID: 37634108 

Wrong 
population 
(male 
participant) 

Chiles K, Provet 
J, Honig S 

Injection site abscess with unpredictable testosterone 
response is an uncommon complication of testosterone pellet 
implantation. J Sex Med. 2012;9(Suppl):20–21. 

DOI: 10.1111/
j.1743-6109.2012.02633.x 

Wrong 
population 
(male 
participant) 
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Supplementary Table S4.  Causality Considerations and Potential Confounding Factors in Included Case Reports           

Author 
(Year) 

Temporal 
relationship 

Serum 
testosterone 

level 

Alternative 
risk factors 

Response after 
discontinuation 

(dechallenge) 

Recurrence 
after re-

exposure 
(rechallenge) 

Overall 
interpretation 

Andoh & 
Light 
(2026) 

Retinal artery 
occlusion occurred 
approximately 1 
month after pellet 
implantation 

228 ng/dL at 
time of event 

Retinal 
migraine; 
hormonal 
acne; 
spironolactone 
use 

Not assessable 
(pellet removal 
not feasible) 

Not 
applicable 

Possible 
association 

Daram et 
al. (2024) 

Psychiatric 
symptoms 
developed during 
long-term 
exposure and 
recurred after 
therapy re-
initiation 

Peak 1,171 
ng/dL; 
repeat 962 
ng/dL; later 
264 ng/dL 

Personal 
anxiety 
history; family 
psychiatric 
history; 
concomitant 
supplement 
use 

Symptoms 
improved after 
testosterone 
discontinuation 

Symptoms 
recurred 
after 
testosterone 
re-initiation 

Association 
supported by 
temporality, 
dechallenge, 
and positive 
rechallenge 

Campitruz 
et al. 
(2021) 

Portomesenteric 
thrombosis 
occurred 
approximately 2 
months after 
implantation 

182 ng/dL at 
time of 
thrombosis 

Obesity; 
COPD; 
secondary 
polycythemia; 
chronic 
hypoxia 

Clinical 
improvement 
after 
discontinuation 
and 
anticoagulation 

Not 
performed 

Possible 
association 
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Supplementary Table S5.  Item-Level Assessment of Included Case Reports Using the JBI Critical Appraisal            
Checklist for Case Reports     

Item JBI Question 
Andoh 
& Light 
(2026) 

Daram 
et al. 

(2024) 

Campitruz 
et al. 

(2021) 
Justification / Notes 

1 

Were patient's 
demographic 
characteristics clearly 
described? 

Yes Yes Yes 
All reports provided age, sex, and relevant 
demographic information. 

2 

Was the patient's 
history clearly 
described and 
presented as a 
timeline? 

Yes Yes Yes 
Clinical history and temporal sequence of 
exposure and outcome were reported. 

3 

Was the current 
clinical condition of the 
patient on 
presentation clearly 
described? 

Yes Yes Yes 
Presenting symptoms, examination findings, 
and clinical context were adequately described. 

4 

Were diagnostic tests 
or assessment methods 
and the results clearly 
described? 

Yes Yes Yes 
Diagnostic investigations and relevant results 
were reported in all cases. 

5 

Was the intervention(s) 
or treatment 
procedure(s) clearly 
described? 

Unclear Yes Unclear 

Andoh & Light: testosterone pellet therapy was 
reported, but pellet dose, number of pellets, 
and procedural details were not provided. 
Campitruz et al.: only a testosterone implant 
was reported, without information regarding 
dose, formulation, implantation protocol, or 
procedural details. 

6 

Was the post-
intervention clinical 
condition clearly 
described? 

Yes Yes Yes 
Follow-up outcomes and clinical evolution 
were described in all reports. 

7 

Were adverse events 
(harms) or 
unanticipated events 
identified and 
described? 

Yes Yes Yes 
The adverse event was clearly documented and 
discussed in each case report. 

8 
Does the case report 
provide takeaway 
lessons? 

Yes Yes Yes 
All reports included clinical implications or 
recommendations for practice. 

Note: “Unclear” was used when the source case report did not provide sufficient information to allow judgment of the criterion. All other items were clearly reported in the original 
publications. 
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