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A rare case of Rubinstein-Taybi Syndrome and gynecological 
malignancy

Rubinstein-Taybi syndrome (RSTS) is a congenital syndrome 
most associated with mutations on chromosome 16p13.3 that 
can result in both benign and malignant neurologic and hema-
tologic neoplasms of various primary origins. We present the 
case of a 39-year old female with RSTS who presented with se-
vere abdominal and pelvic pain. Abdominal and pelvic imaging 
revealed multiple masses involving the uterus, liver and spleen 
concerning for malignancy. Biopsies from the endometrium and 
cervix confirmed this as a poorly differentiated, widely invasive 
squamous cell carcinoma. This represents the first case of pri-
mary squamous cell carcinoma of gynecologic origin in a patient 
with Rubinstein-Taybi syndrome. This case aims to raise aware-
ness of the gynecological malignancy in patients with RSTS as 
well as serves as a reminder to clinicians to have a broad differ-
ential diagnosis in all patients which may help lead to early rec-
ognition of pathology.
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BACKGROUND 

Rubinstein-Taybi syndrome was first described 

in 1963 as a symptom-complex with broad 

thumbs and great toes, facial abnormalities, 

mental retardation, and other congenital malfor-

mations.[1] The syndrome is now known to be as-

sociated with a mutations of chromosome 

16p13.3 which can lead to alterations in the 

CREB-binding protein (CBP) or, less commonly, 

mutations on chromosome 22q13.2, leading to 

alterations of the E1A binding protein (p300).[2,3] 

Both proteins are transcriptional coactivators 

that mediate various signaling pathways. RSTS 

is of autosomal dominant inheritance, and due to 

it occurring from a de novo mutation, the recur-

rence rate in couples with a previous child with 

RSTS remains low at 0.1%.[4]  Overall, life ex-

pectancy of individuals with RSTS appears nor-

mal, unless they have complex cardiac defects.[5] 

Several case reports indicate there is increased 

risk of developing benign and malignant cancers, 

but the true cancer risk is unknown, therefore no 

firm cancer surveillance recommendations have 

been published.[6] We present the case of a pa-

tient with RSTS who was diagnosed with squa-

mous cell carcinoma of the endometrium/cervi-

cal region after presenting with abdominal pain. 

 

 

Figure 1: Abdomen/Pelvis CT scan, coronal view, showing heterogenous uterine mass (yel-

low arrowhead) 
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Figure 2: Abdomen/Pelvis CT scan, transverse view, with hypo-attenuating mass in liver (yel-

low arrowhead) 

 

Figure 3: Transabdominal pelvic ultrasound with 6.6 cm diameter hyperechoic central uterine 

focus (blue arrowhead) 

 

Figures 4 & 5: Pelvic MRI with both transverse and sagittal slices showing low-attenuating 

mass in endometrial canal (yellow arrowhead) 
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Figure 6: Chest contrast tomography angiogram with solitary pulmonary nodule in the right 

lower lobe (yellow arrowhead) 

 

 

Figure 7: Hysteroscopy showing extensive bleeding from vaginal canal 

 

 

Figure 8: Endometrial curettage biopsy slide showing poorly differentiated squamous cell 

carcinoma (black arrow) and areas of tissue necrosis (red arrow). 
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CASE PRESENTATION 

A 39-year-old female with past medical history of 

Rubinstein-Taybi syndrome presented to our in-

stitution with a chief complaint of acute ab-

dominal and pelvic pain that had been present 

for 3-4 weeks prior to presentation. She com-

plained of concurrent dysuria, urinary urgency 

and urinary retention. She had no prior history of 

similar complaints. She was seen by her gyne-

cologist a year prior to this presentation due to 

abnormal uterine bleeding and was started on 

Medroxyprogesterone 20 mg daily. There was 

no prior history of Pap smear or pelvic examina-

tion. Surgical history included recent left parietal 

scalp mass removal and biopsy, thoracolumbar 

fusion surgery, hand surgeries to repair her 

thumbs, and foot surgeries to repair her big toes. 

She had no prior history of substance use includ-

ing tobacco, alcohol, and illicit drugs. Family his-

tory was significant for unknown cancers in her 

grandparents. She had no known drug allergies. 

She did not have any known diagnosis of malig-

nancy on presentation though the pathology on 

her previously biopsied scalp mass did subse-

quently come back as invasive sebaceous cell 

carcinoma. On presentation, her blood pressure 

was 115/80 mmHg, pulse 100 beats per minute, 

respiratory rate of 20 breaths per minute, satu-

rating 92% on room air, with a temperature of 

97.9 degrees Fahrenheit. Upon examination, the 

patient was in moderate distress, appeared anx-

ious, and was grimacing in pain while holding her 

lower abdominal region with both hands. She 

was able to communicate that she was in pain 

but otherwise, due to her syndrome, she was 

largely non-vocal. She had micrognathia, down-

slanting of palpebral fissures, a protruding 

beaked nose and low-set ears. There was a 

healing wound on her left parietal scalp from a 

recent parietal mass excisional biopsy. Lung ex-

amination demonstrated clear breath sounds 

without wheezing. She had no rashes on the ex-

posed skin. Cardiac examination was significant 

for sinus tachycardia without abnormal heart 

sounds or murmurs. Abdomen was soft but dif-

fusely tender to palpation as indicated by 

patient's facial grimacing. Pelvic examination 

was not done due to patient's discomfort and 

family's decision. 

INVESTIGATIONS 

Complete blood count demonstrated significant 

leukocytosis of 26,000 uL, hemoglobin count of 

16.4 g/dL and basal metabolic panel was unre-

markable with the exception of a calcium of 11.3 

mg/dL. Vitamin D 25–hydroxy level was 20.1 

ng/mL. Serum pregnancy test was negative. Uri-

nalysis demonstrated ahigh specific gravity of 

1.026, positive urine nitrite, large urine leukocyte 

esterase, urine WBC 73/HPF, urine hyaline 

casts 65/LPF and urine bacteria 29/HPF. Rou-

tine blood and urine cultures showed no growth 

for any organism. Abdomen/pelvis CT scan with 

contrast revealed a 9.7x4.4x7.3cm heterogene-

ous pelvic mass in the area of the uterus (see 

Figure 1)and lobulated, centrally hypo-attenuat-

ing bilateral adnexal masses as well as a 2.3cm 

mass in the right pelvic sidewall and lobulate 

mass in the pelvic retroperitoneal fat. It also 

noted a 2.5cm diameter heterogeneous, hypo-

attenuating mass in the liver (see Figure 2), sple-

nomegaly with a 3.0cm heterogeneous hypo-at-

tenuation focus in the interior spleen, and bilat-

eral lower lung nodules. Transabdominal pelvic 

ultrasound showed a 6.6 cm diameter hyperech-

oic central uterine focus (see Figure 3). This cor-

responded to a region of decreased attenuation 

on the preceding CT potentially representing a 

focus of endometrial neoplasia/uterine cancer 

and/or leiomyoma not well delineated with this 

transabdominal technique. MRI pelvis with and 

without contrast showed a 3.2 x 6 x 7.3 cm het-

erogeneously enhancing low attenuation mass 

filling the endometrial canal (see Figure 4). Ad-

ditional rim-enhancing, low-attenuation masses 

were identified in the bilateral adnexa, measur-

ing up to 3.2 cm. Cervix was enlarged and ill de-

fined. A possible 1.5 x 3.4 cm soft tissue lesion 

was seen in the vagina. Moderate free pelvic 

fluid was present. Ovaries were not well-visual-

ized secondary to patient motion artifact and bi-

lateral adnexal masses (see Figure 5). Chest 

CTA showed multiple pulmonary nodules 
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scattered throughout the bilateral lung fields. 

Larger nodules included right upper lobe nodule 

measuring 12 mm, right lower lobe nodule meas-

uring 13 mm (see Figure 6). Mildly enlarged 

scattered mediastinal lymph nodes were noted. 

Patient’s CA-125 antigen came back elevated to 

109 U/mL.  

DIFFERENTIAL DIAGNOSIS  

Differential diagnosis for pre-menopausal 

women presenting with acute abdominal and 

pelvic pain is broad. Cervical cancer is associ-

ated with Human Papillomavirus (HPV) infection 

worldwide. Of the different genotypes, HPV 16 

and 18 are associated with the highest risk for 

progression to cervical cancer.[7] Our patient’s 

presentation with pelvic pain, history of abnor-

mal uterine bleeding, imaging suggesting abnor-

mal pelvic masses and subsequently histopath-

ologic findings from endometrial curettage al-

lowed us to reach this final diagnosis. Leiomyo-

mas are common benign uterine neoplasm, 

composed of smooth muscle with fibrous con-

nective tissue. Leiomyomas can be asympto-

matic or present as a palpable abdominal-pelvic 

mass.[8] Magnetic resonance imaging (MRI) is 

the most sensitive modality to detect and localize 

leiomyomas. Our patient’s MRI and histopatho-

logic findings make this a less likely cause of her 

uterine masses. Adenomyosis results from di-

rect invasion of endometrium into the myome-

trium. It can cause a diffuse abnormality or can 

also occur as a focal mass.[8] Histopathologic 

analysis shows ectopic endometrial glands 

within the myometrium. Our patient’s histopath-

ologic analysis was not consistent with this diag-

nosis. Focal myometrial contractions can appear 

as mass of low signal intensity on MRI.[8] Transi-

ent nature and resolution of mass at subsequent 

imaging differentiates this from other focal le-

sions, as in our patient’s case. 

TREATMENT 

Initially, there were concerns for underlying uri-

nary tract infection and patient was started on in-

travenous ceftriaxone. With her abnormal imag-

ing results and acute symptoms, Gynecology 

was consulted and pelvic exam was performed 

under anesthesia with hysteroscopy, dilatation 

and curettage, and biopsies of the anterior vagi-

nal wall and endometrium. Hysteroscopy 

showed extensive bleeding from vaginal canal 

(figure 7). Biopsies from endometrium and ante-

rior vagina showed poorly differentiated, widely 

invasive, squamous cell carcinoma (figure 8). 

The cytology from her cervix was also consistent 

with poorly differentiated squamous cell carci-

noma with a positiveP16 immunohistochemically 

stain, confirming HPV16 associated cervical 

cancer as most likely primary source. The pa-

tient's case was discussed with gynecologic on-

cology and decision was made for outpatient fol-

low-up for decision on further treatment versus 

palliative options. Her daily medroxyprogester-

one 20 mg was resumed upon discharge under 

the consideration that squamous cell carcinoma 

is not hormonally active. 

OUTCOME AND FOLLOW-UP 

Five days after discharge from our institution, 

prior to her appointment with gynecologic oncol-

ogy, the patient passed away. 

DISCUSSION 

In 2015, Johannesen et al., presented a case of 

low-grade serous carcinoma of the ovary and an 

endometrioid adenocarcinoma of the uterus.[9] 

Boot et al., studied incidence and character of 

neoplastic tumors in all known individuals with 

RSTS in The Netherlands until 2015. They found 

that 35 benign and malignant tumors were ob-

served in 26 of the 87 individuals included. Of 

those, five malignant tumors were found includ-

ing medulloblastoma, diffuse large-cell B-cell 

lymphoma, breast cancer, non-small cell lung 

carcinoma and colon cancer.[10] Gynecological 

malignant tumors are not commonly reported in 

patients with RSTS. Hence, this case highlights 

the importance of primary gynecological malig-

nancy in such patients. As discussed above, 

there are no guidelines currently which recom-

mend cancer surveillance in patients with RSTS, 

but there should be a low threshold for screening 

in patients with RSTS. Age appropriate cancer 

screenings (such as Pap smear for cervical can-

cer) should be done in these patients. Seven 
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days prior to her presentation to our institution, 

this patient had a left parietal scalp mass re-

moved and sent for pathology. Pathology results 

came back later, which showed invasive seba-

ceous carcinoma. This also highlights the possi-

bility of two different primary carcinomas in pa-

tient with RSTS as presented by Book et al. 

LEARNING POINTS/TAKE HOME MES-

SAGES 

1. Rubinstein-Taybi syndrome (RSTS) can 

be associated with gynecologic malig-

nancy. 

2. Patients with RSTS can have more than 

one primary malignancy. 

3. Early recognition of symptoms can 

prompt further investigation and medical 

attention, which could lead to the diagno-

sis of cancer in its early stages. 
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