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Abstract 

Retrospective analysis of 135 patients who presented with liver metastases at the NCI-Free Cancer

Clinic and the Aga Khan University Hospital, Karachi is presented. The mean age was 55 years and

there was no significant sexual predilection. Commonly observed primary sites were gall bladder

(13%), pancreas (11%), breast (10%), colorectum (8%) and lung (8%). In 41 cases (30%), primary

location remained undetermined. Most common histologic type was adenocarcinoma in both sexes.

Majority (83%) had multiple metastases. Amongst those with solitary metastatis, 78% had right lobe

involvement. Almost half of the patients presented with constitutional symptoms alone, while 31% had

signs and symptoms related to hepatic involvement. Overall, the most commonly deranged laboratory

tests were LDH (93%), albumin (84%), gamma glutamyl transferase (78%) and alkaline phosphatase

(76%). Chemotherapy was offered to most cases. Majority of patients expired, mostly due to hepatic

failure. Median survival was 30 days and was shorter in those who presented with multiple metastases.

These findings are compatible with previous reports and may assist in the management of these patients

(JPMA 46:99,1996).

Introduction 

Metastatic liver disease occurs in more than 50% of patients who ultimately die of cancer. This high

incidence is explained by large size of the liver, it’s dual blood supply and a multitudinous array of

local factors that are still incompletely understood. Liver is second only to lymph nodes as the most

frequent site of metastases. with the exception of primary brain tumors, virtually all malignant

neoplasms have been ‘reported to metastasize to the liver1,2.

Metastatic involvement of liver may occur through the portal vein, hepatic artery, lymphatics or by

direct spread3. Metastatic disease is by far the commonest malignancy involving the liver and in

general, it signifies incurability. Despite years of trials utilizing radiotherapy and/or chemotherapy,

there is little evidence that either has made any significant impact on survival2. Surgical intervention

may be beneficial for solitary metastasis4-5. However, for majority of patients with multiple metastases,

surgery has little role in the management of these patients6. Hepatic arter infusional chemotherapy as

well as combined modality approach may offer certain degree of palliation2.

Assessing the impact of any intervention on the natural history of metastatic liver disease has been

problematic because of heterogeneity of the disease process. However, despite the diversity of primary

disease processes, several observationshave been made regarding the extent of hepatic involvement at

the time of diagnosis and it’s correlation with certain laboratory and radiologic parameters and impact

on survival. Most of these data, however, are reported from the western countries. Due to paucity of

such data fmm the developing countries, we performed a retmspective analysis of patients with

metastatic liver disease to better define the clinicopathologic characteristics and their correlation with

subsequent management and survival.



Patients and Methods 

All patients seen at the NCI Free Cancer Clinic and the Aga Khan University Hospital between

January, 1989 to August, 1992 and discovered to have hepatic metastasis at initial presentation were

eligible for the study. Liver metastases was confirmed by histologic means and/or pm-operative

findings. However, radiologic evidence in a patient with a histologically proven cancer elsewhere, were

also eligible. These patients were coded by the indexing and coding unit of the hospital who were the

source of initial information. Subsequently, medical records were obtained and reviewed. Patients

whose medical records could not be retrieved, had incomplete records, who left against medical advice

during admission and not enough information was available, and patients with only clinical suspicion

of hepatic metastases without confirmation by histologic or radiologic means were excluded from the

analysis.

The Aga Khan University Hospital is a tertiary care facility with well-established oncology service. It

has both surgical and medical oncology, however, there are no facilities for radiation therapy. Most of

the patients attending the hospital belong to upper-middle or high socio-economic groups. NCI-Free

Cancer Clinic is a voluntary non-profit organization offering free services to the indigent patients.

Results 

One hundred and thirty-five patients were eligible for the study (Table I).



There were 72 males and 63 females (age range 25 to 76 years) Mean age was 51.9±11 for femalesand

56.4±11.4, years for males. More than hail of the patients presented with only constitutional symptoms.

Only one-third had signs or symptoms suggestive of active liver disease. Majority of the patients had

multiple metastases (Table II).



Amongst those with solitary metastasis, 78% had right lobe involvement. More than half had hepatic

involvement alone without any other site of disease. Other commonly involved sites were lymph nodes,

bone, lungs and peritoneum. Some commonly deranged laboratory tests included LDH, albumin,

gamma glutamyl transferase and alkaline phosphatase. Major ity of the patients had diagnosis



established by ultrasonography (Table II). C.T. Scans were performed in 24.4% of the patients.

Overall, common primary cancers were breast (10%), gall bladder (13%), colorectal (8%), pancreatic

(11%), bron chogenic (8%), ovarian (4%) and gastric (6%) (Table III).

In a significant number of patients (30%), the primaiy site remained undetermined. The most common

cancers in females were breast and gallbladder followed by colorectal and ovarian. Primary remained

unknown in 13 out of 63 females (21%). In males, a large percentage (39%) had unknown primary.

Pancreas, lungs, stomach and colorectum were other common sites. The most common histology was

adenocarcinoma (68%), followed by squamous cell carcinoma (13%).

Most patients (64%) received only supportive care (Table IV).



Chemothempy was employed in one-third of the patients. Only a small number had some subjective or

objective improvement in their liver disease. Majority of the patients expired. Underlying cancer (other

than hepatic involvement) was the cause of death in 29.6% of the patients while liver failure accounted

for most of the deaths. The median survival was only 30 days and was shorter in those with multiple

(21 days) than with single metastasis (60 days) (Table IV).

Discussion 

Despite significant therapeutic advances made in the management of cancer, there has been little

impact on survival in patients who develop hepatic metastases4. Many patients present with liver

nietastases at the time of initial diagnosis. They are often asymptomatic or have only constitutional

symptoms. Most develop liver metastases during the course of their disease. Patients in this study were

diagnosed to have liver metastases on initial presentation. Almost half of them had only constitutional

symptoms; mostly fever or weight loss, It is likely that non-localizing nature of their symptoms

contributed to a delayed diagnosis with subsequent poor outcome. However, it is well recognized that

patients presenting with liver metastases have an extremely unfavourable outcome1,2. Cancers of the



colon, stomach, pancreas, gall bladder, lung, breast, ovary, testis and melanoma are some of the

common primary neoplasms reported in the western literature to cause liver metastasis2. Underlying

cause, however, would depend upon the relative frequency of different cancers in a community.

Additionally, liver metastases are more commonly caused by intra-abdominal tumors primarily of

gastrointestinal tract origin1,2. A similar pattern was observed in our study but not in the same order.

Breast and gall bladder carcinomas were the leading primaries in women while pancreas and lungs in

men. There are differences in the relative frequency of different cancers between Pakistan and the

Westerncountries. In Pakistan, galibladdercanceris a very common malignancy and is the second

commonest tumor of gastrointestinal origin7. This high incidence is reflected in our patients with liver

metastases. Interestingly. adenocarcinoma with unknown primary was commonly observed in our

patients, particularly in males. This is a well- recognized entity, although it accounts for only 5-7% of

all cancers in the Western countries8. It appears to be disproportionately frequent in our patients with

liver metastasis. It is unlikely that inadequate investigations would have contributed to the high

incidence of adenocarcinoma with unknown primary. This particular group of individuals were

thoroughly investigated using CT scans and barium studies. It is important to emphasize that our study

involves patients who presented with liver metastasis as against those who develop liver metastasis

during the course of their disease. This may account for the differences in relative frequency of

different cancers.

Adenocarcinoma is reported as the commonest histologic type seen in patients with liver metastasis. A

similar pattern was observed in our patients. The laboratory tests most often observed to be deranged in

patients with hepatic metastases include elevated levels of alkaline phosphatase and LDH2. Similar

results were seen in the present study. In addition, albumin was very low in majority of our patients.

This probably reflects advanced stage of the disease and overall poor nutritional status of these patients.

Ultrasonography and CT scans are commonly used as primary tools in assessing liver metastasis.

Although no significant difference has been observed in the sensitivity or specificity of scintigraphy,

ultrasound or CT scan, CT scan is generally the preferred study9. Improved detection of hepatic

metastasis may be possible with the help of delayed hepatic CT scanning9,10. Magnetic resonance

imaging (MRI) has been suggested to be significantly superior to conventional CT scans for detecting

hepatic metastases11. In our study, ultrasound was the most commonly used test whichprobably is due

to its wider availability and lower cost. However, whenever needed, additional tests were carried out.

Metastases to the liver are mostly multiple. When single, usually right lobe is affected. This is

consistent with our findings. Patients who develop liver metastases are generally incurable. Palliation,

however, canbe achievedby chemotherapy alone or in combination with other modalities2. In this study

chemotherapy was the main form of treatment. Curative resections were not carried out in any patient.

Most patients with solitary lesions were ineligible forcurative surgery due to the anatomic extent of

involvement or other reasons such as liver dysfunction, poor general medical condition etc. It may also

reflect more conservative appmach on the part of the health care providers. Intrinsic factors that

influence survival include the primary tumor type, histologic sub-type, degree of differentiation and

whether lymphatic dissemination of the hepatic metastasis has occurred12. Survival also depends upon

the number of metastasis and is regardless of the treatment given. An improved survival was observed

in ourpatients with solitary metastasis.

Despite improvements in surgical techniques and ability to deliver hepatic radiation and chemotherapy,

there has been no significant impact on survival2. Chemotherapy in our study resulted in subjective

benefit for some patients, however, objective responses were observed is less then 20% of all patients.

It didn’t influence survival. More innovative treatment approaches such as intra-arterial chemotherapy

etc may result in an improved outcome.

Inconclusion, retrospective analysis of ourpatients who presented with liver metastases suggests that



most of the patients are middle aged to elderly and usually present with constitutional symptoms.

Although clinical hepatic dysfunction is uncommon, most have laboratory evidence of hepatic disease.

Type of underlying cancer is somewhatdifferent than reported elsewhere particularly adenocarcinoma

with unknown primary and gall bladder cancer are more frequently observed. Overall survival is poor.

More innovative approaches are required to improve survival.
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