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Medicine 23 Questions (075 to 097)

075.
The presence of anti-Saccharomyces cerevisae antibody is a surrogate marker of one of the following


1.
Coeliac disease


2.
Crohn’s disease


3.
Ulcerative colitis


4.
Tropical sprue

Answer

2.
Crohn’s disease

Reference

Harrison 16th Edition Page 1781
Quality

Reader

Status

Repeat

QTDF

Most books

Discussion

Several serologic markers may be used to differentiate between Crohn’s Disease (CD) and Ulcerative Colitis (UC) and help to predict the course of disease. Two antibodies that can be detected in the serum of IBD patients are perinuclear antineutrophil cytoplasmic antibody (pANCA) and anti-Saccharomyces cerevisiae antibodies (ASCA). A distinct set of antineutrophil cytoplasmic antibodies with perinuclear staining by indirect immunofluorescence is associated with UC. The antigens to which these antibodies are directed have not been identified, but they are distinct from those associated with vasculitis and may be related to histones. pANCA positivity is found in about 60 to 70% of UC patients and 5 to 10% of CD patients; 5 to 15% of first-degree relatives of UC patients are pANCA positive, whereas only 2 to 3% of the general population is pANCA positive. pANCA may also identify specific disease phenotypes. pANCA positivity is more often associated with pancolitis, early surgery, pouchitis, or inflammation of the pouch after ileal pouch-anal anastamosis (IPAA) and primary sclerosing cholangitis. pANCA in CD is associated with colonic disease that resembles UC.
Explanation

ASCA antibodies recognize mannose sequences in the cell wall mannan of S. cerevisiae; 60 to 70% of CD patients, 10 to 15% of UC patients, and up to 5% of non-IBD controls are ASCA positive. The combined measurement of pANCA and ASCA has been advocated as a valuable diagnostic approach to IBD. In one report, pANCA positivity with ASCA negativity yielded a 57% sensitivity and 97% specificity for UC, whereas pANCA negativity with ASCA positivity yielded a 49% sensitivity and 97% specificity for CD. ASCA was associated with small bowel CD. These antibody tests may help decide whether a patient with indeterminate colitis should undergo an IPAA, because patients with predominant features of CD often have a more difficult postoperative course
Comments

Anti-goblet cell autoantibodies (GABs)¾autoantibodies against two target antigens in colonic epithelial cells¾are present in 39% of UC patients, 30% of CD patients, 21% of first-degree relatives of UC patients, 19% of first-degree relatives of CD patients, and 2% of healthy controls. An anti-colon antibody is found in 36% of UC patients and 13% of CD patients and healthy controls. In addition, 31% of CD patients and 4% of UC patients have serum antibodies against pancreatic acinar cells or pancreatic autoantibodies (PABs). Antibodies to red cell membrane antigens that cross-react with enteropathogens such as Campylobacter sp. may be associated with hemolytic anemia in CD. None of these antibodies are useful in the diagnosis and management of patients with IBD
Tips

· Celiac sprue is associated with dermatitis herpetiformis (DH), though the association has not been explained. Patients with DH have characteristic papulovesicular lesions that respond to dapsone. Almost all patients with DH have histopathologic changes in the small intestine consistent with celiac sprue, although usually much milder and less diffuse in distribution. Most patients with DH have mild, or no, gastrointestinal symptoms. In contrast, relatively few patients with celiac sprue have DH. Celiac sprue is also associated with insulin-dependent diabetes mellitus and IgA globulin deficiency. The clinical importance of the former association is that although severe watery diarrhea without evidence of malabsorption is most often seen in patients with "diabetic diarrhea", a small-intestinal biopsy must at times be considered to exclude this association.
· The clinical pattern of tropical sprue varies in different areas of the world (e.g., India vs. Puerto Rico). Not infrequently, individuals in India initially will report the occurrence of an acute enteritis before the development of steatorrhea and malabsorption. In contrast, in Puerto Rico, a most insidious onset of symptoms and a more dramatic response to antibiotics is seen than in some other locations. Tropical sprue in different areas of the world may not be the same disease; there may be similar clinical entities but with different etiologies. The diagnosis of tropical sprue is best made by the presence of an abnormal small-intestinal mucosal biopsy in an individual with chronic diarrhea and evidence of malabsorption who is either residing or has recently lived in a tropic country. The small-intestinal biopsy in tropical sprue does not have pathognomonic features but resembles, and can often be indistinguishable from, that seen in celiac sprue. The biopsy in tropical sprue will have less villus architectural alteration and more mononuclear cell infiltrate in the lamina propria. In contrast to celiac sprue, the histopathologic features of tropical sprue are present with a similar degree of severity throughout the small intestine, and a gluten-free diet does not result in either clinical or histopathologic improvement in tropical sprue

076.
The most common cause of gastric outlet obstruction in India is:


1.
Tuberculosis


2.
Cancer of stomach


3.
Duodenal lymphoma


4.
Peptic ulcer disease

Answer


4.
Peptic ulcer disease

Reference

A Concise textbook of Surgery, Das, 3rd Edition Page 848
Siva’s Outlines of Basic Surgery for Students and Doctors 2nd Edition Page 114
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Gastric Outlet Obstruction (Pyloric Stenosis) is an obstruction occurring at the level of the pylorus (or)duodenum due to the following causes

· Intrinsic Causes

1. Chronic cicatrizing duodenal ulcer (commonest)

2. Chronic cicatrizing gastric ulcer at the pylorus

3. Carcinoma of the pyloric antrum

4. Adult hypertrophic pyloric stenosis

· Extrinsic Causes

1. Choledochous cyst

2. Carcinoma of the head of pancreas in advanced stage

3. Adhesions

4. Extrinsic Tumours causing comrpession

Explanation

Peptic ulcer disease is the most common cause of gastric outlet obstruction.

Comments

Both barium swallow and upper endoscopy are useful in evaluating patients with gastric outlet obstruction. Barium swallow often shows a dilated stomach, with distortion of the pylorus and bulb. Estimates of gastric emptying based on a barium meal are often inadequate and should not be used to judge the functional significance of the gastric outlet obstruction. Upper endoscopy usually confirms the narrow, scarred duodenum and often visualizes acute ulceration in a field of chronic scarring. Sometimes the endoscope cannot be passed through the area of scarring. The importance of endoscopy is to rule out a malignant cause of the obstruction.
Tips

Medical management of gastric outlet obstruction includes nasogastric suction and repletion of electrolyte and volume abnormalities. Nutritional supplementation may be necessary in the face of long-standing obstruction associated with severe weight loss. Most patients with chronic and acute disease in the duodenum and pylorus respond to aggressive medical therapy, and their gastric emptying initially improves, most likely due to treatment of the acute ulceration. Unfortunately, these patients are usually left with chronic scarring of the duodenum, which continues to worsen with time. The vast majority of these patients develop a recurrent gastric outlet obstruction and therefore require some intervention. Patients who are poor operative candidates require medical management with an H 2 antagonist or omeprazole to control the large volume of acid retained in the stomach. Antacids are often unable to neutralize such large volumes of acid. Endoscopic dilatation of the strictured pylorus and duodenum has been shown to be successful in the short-term management of these patients
077.
Which of the following parasitic infestation can led to malabsorption syndrome?


1.
Amoebiasis


2.
Adcariasis


3.
Hookworm infestation


4.
Giardiasis

Answer


4.
Giardiasis

Reference

Harrison 16th Edition Page 1249
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Most books

Discussion

Giardia lamblia is a ubiquitous gastrointestinal protozoa that results in a clinical picture ranging from asymptomatic colonization to acute or chronic diarrheal illness. The infection is more prevalent in children than in adults. Giardia is endemic in areas of the world with poor levels of sanitation and is also an important cause of morbidity in the developing world, where it is associated with urban day-care centers, residential institutions for the mentally retarded, and water- and foodborne outbreaks.

Explanation

Giardia is a particularly significant pathogen in people with malnutrition, immunodeficiencies, or cystic fibrosis.
Comments

The majority of individuals infected with Giardia are probably asymptomatic. Symptoms develop 1{endash}–3 wk after exposure to the parasite. Giardiasis is more frequently symptomatic in children than in adults. Symptoms occur in 40{endash}–80% of infected children after an average incubation period of 8 days. The most common presentation is diarrhea, weight loss, crampy abdominal pain, and failure to thrive or a spruelike illness. The onset of symptoms may be abrupt or gradual; the disease may be self-limited or produce severe protracted diarrhea and malabsorption. Alterations in the digestive function of the brush border are common in those with protracted symptoms. Malabsorption of sugars (such as xylose and disaccharides), fats, and fat-soluble vitamins occurs in more than half of patients who have nonspecific morphologic abnormalities of the small intestinal mucosa, which are similar to those seen in other malabsorptive disorders. Lactose intolerance is common after infection with Giardia and may mimic relapse or reinfection. The impact of chronic infection with Giardia on children in the developing world is controversial, but some investigators believe Giardia infection may affect growth and development in this setting. Trophozoites rarely invade the lamina propria of the intestinal mucosa, and Giardia is only rarely reported as a cause of inflammatory diarrhea or fever. 
Tips

Enterotoxin production by Giardia has not been demonstrated.
078.
Which of the following is not a feature of hypercalcemia:


1.
Diarrhoea


2.
Polyuria


3.
Depression


4.
Vomiting

Answer


1.
Diarrhoea

Reference

Harrison 16th Edition Page 2252
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Hypercalcemia can be a manifestation of a serious illness such as malignancy or can be detected coincidentally by laboratory testing in a patient with no obvious illness. 
Hypercalcemia from any cause can result in fatigue, depression, mental confusion, anorexia, nausea, vomiting, constipation, reversible renal tubular defects, increased urination, a short QT interval in the electrocardiogram, and, in some patients, cardiac arrhythmias. There is a variable relation from one patient to the next between the severity of hypercalcemia and the symptoms. Generally, symptoms are more common at calcium levels >2.9 to 3 mmol/L (11.5 to 12.0 mg/dL), but some patients, even at this level, are asymptomatic. When the calcium level is >3.2 mmol/L (13 mg/dL), calcification in kidneys, skin, vessels, lungs, heart, and stomach occurs and renal insufficiency may develop, particularly if blood phosphate levels are normal or elevated due to impaired renal function. Severe hypercalcemia, usually defined as ³3.7 to 4.5 mmol/L (15 to 18 mg/dL) can be a medical emergency; coma and cardiac arrest can occur.

Explanation

Please note that the clinical feature is Constipation and not Diarrhea
Comments

Whenever hypercalcemia is confirmed, a definitive diagnosis must be established. Although hyperparathyroidism, a frequent cause of asymptomatic hypercalcemia, is a chronic disorder in which manifestations, if any, may be expressed only after months or years, hypercalcemia can also be the earliest manifestation of malignancy, the second most common cause of hypercalcemia in the adult. The causes of hypercalcemia are numerous, but hyperparathyroidism and cancer account for 90% of cases

Tips
One formula that approximates the amount of calcium bound to protein is

% of Protein bound Calcium = 0.8 x albumin (g/L) + 0.2 x globulin(g/L) + 3

A simplified correction is to add 1 mg/dL to the serum calcium level for every 1 g/dL by which the serum albumin level is below 4.0 g/dL. If the serum calcium level, for example, is 7.8 mg/dL (a subnormal value) and the serum albumin level is only 3.0 g/dL, then the stated serum calcium level is corrected by adding 1 mg/dL; the corrected value of 8.8 mg/dL is within the normal range.

Classification of Causes of Hypercalcemia 
I. Parathyroid-related

A. Primary hyperparathyroidism

1. Solitary adenomas

2. Multiple endocrine neoplasia

B. Lithium therapy

C. Familial hypocalciuric hypercalcemia

II. Malignancy-related

A. Solid tumor with metastases (breast)

B. Solid tumor with humoral mediation of hypercalcemia (lung, kidney)

C. Hematologic malignancies (multiple myeloma, lymphoma, leukemia)

III. Vitamin D-related

A. Vitamin D intoxication

B. ≠ 1,25(OH)2D; sarcoidosis and other granulomatous diseases

C. Idiopathic hypercalcemia of infancy

IV. Associated with high bone turnover

A. Hyperthyroidism

B. Immobilization

C. Thiazides

D. Vitamin A intoxication

V. Associated with renal failure

A. Severe secondary hyperparathyroidism

B. Aluminum intoxication

C. Milk-alkali syndrome

079.
Joint erosions are not a feature of:


1.
Rheumatoid arthritis


2.
Psoriasis


3.
Multicentric reticulohistiocytosis


4.
Systemic lupus erythematosus

Answer


4.
Systemic lupus erythematosus

Reference

Harrison 16th Edition Page 1970, 1998
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Since the other three diseases are well known, let us see something about Multicentric reticulohistiocytosis 
· It is a rare systemic disease with (proliferation) of histiocytes which leads to destructive polyarthritis and skin lesions.

· Distribution:

· Target areas of the hands primarily involve the interphalangeal joints, especially at the DIPs. The MCP joints and carpal bones are involved less frequently.

· Radiographic Appearance:

· Symmetric well-circumscribed marginal erosions are seen at the involved articular surfaces. Uncalcified soft tissue nodules and the absence of peri-articular osteoporosis are additional radiographic features of multicentric reticulohistiocytosis. Severe progression of the disease can lead to extensive osseous resorption with foreshortening of the fingers and telescoping digits.

· Differential Diagnosis:

· Radiographic findings in multicentric reticulohistiocytosis are different than those in rheumatoid arthritis since there is involvement of the joints distally. Multicentric reticulohistiocytosis can also be differentiated from other arthritides due to the absence of juxtaarticular osteoporosis and periosteal reaction. The erosive pattern seen in gout and psoriatic arthritis is unlike multicentric reticulohistiocytosis due to their asymmetric distribution. Furthermore, calcified soft tissue nodules and overhanging edges are findings in gout which are not seen in multicentric reticulohistiocytosis.
Explanation

1. Rheumatoid arthritis (RA) is a chronic multisystem disease of unknown cause. Although there are a variety of systemic manifestations, the characteristic feature of RA is persistent inflammatory synovitis, usually involving peripheral joints in a symmetric distribution. The potential of the synovial inflammation to cause cartilage destruction and bone erosions and subsequent changes in joint integrity is the hallmark of the disease. 

2. Radiologic investigation in psoariasis reveals findings similar to those of rheumatoid arthritis: soft tissue swelling, loss of the cartilage space, erosions, bony ankylosis of fingers, subluxations, and subchondral cysts; of note, there is less demineralization. However, more unique and suggestive of psoriatic arthritis are erosions at DIP joints, expansion of the base of the terminal phalanx, tapering of the proximal phalanx and cuplike erosions and bony proliferation of the distal terminal phalanx ("pencil-in-cup" appearance), proliferation of bone near osseous erosions, terminal phalangeal osteolysis, bone proliferation and periostitis (especially of phalanges), and telescoping of one bone into its neighbor, leading to the "opera-glass" deformity (Fig. 324-1). The axial skeleton shows asymmetric or unilateral sacroiliitis, often asymptomatic paravertebral ossification, including cervical involvement, and large asymmetric nonmarginal syndesmophytes. Echocardiographic abnormalities resemble those of ankylosing spondilitis.
3. Patients with multicentric reticulohistiocytosis also have pink-colored papules and nodules on the face and mucous membranes as well as on the extensor surface of the hands and forearms. They have a polyarthritis that can mimic rheumatoid arthritis clinically. On histologic examination, the papules have characteristic giant cells that are not seen in biopsies of rheumatoid nodules. Pink to skin-colored papules that are firm, 2 to 5 mm in diameter, and often in a linear arrangement are seen in patients with papular mucinosis. This disease is also referred to as lichen myxedematosus or scleromyxedema. The latter name comes from the brawny induration of the face and extremities that may accompany the papular eruption. Biopsy specimens of the papules show localized mucin deposition, and serum protein electrophoresis demonstrates a monoclonal spike of IgG, usually with a l light chain.
4. in SLE, Almost all patients experience arthralgias and myalgias; most develop intermittent arthritis. Pain is often out of proportion to physical findings. Symmetric fusiform swelling in joints [most frequently proximal interphalangeal (PIP) and metacarpophalangeal (MCP) joints of the hands, wrists, and knees], diffuse puffiness of hands and feet, and tenosynovitis can be seen. Joint deformities are unusual, with 10% of patients developing swan-neck deformities of fingers and ulnar drift at MCP joints. Erosions are rare; subcutaneous nodules occur. Myopathy can be inflammatory (during periods of active disease), or secondary to treatment (hypokalemia, glucocorticoid myopathy, hydroxychloroquine myopathy). Ischemic necrosis of bone is a common cause of hip, knee, or shoulder pain in patients receiving glucocorticoids
Comments

Goltz and Laymon coined the term multicentric reticulohistiocytosis (MRH) in 1954 to describe patients with destructive arthritis and multiple cutaneous nodules histologically manifested by an infiltrate of histiocytic multinucleated giant cells with eosinophilic ground-glass cytoplasm. This is a rare condition, reported in fewer than 200 patients in the world literature. A variety of diseases have been associated with MRH, including malignancy.
Tips

Multicentric reticulohistiocytosis is also known as MRH, lipoid dermatoarthritis, destructive arthritis, multiple cutaneous nodules, histiocytic multinucleated giant cells, eosinophilic ground-glass cytoplasm, inflammatory arthropathy

080.
Nevirapine is a:


1.
Protease inhibitor


2.
Nucleoside reverse transcriptase inhibitor


3.
Non-nucleoside reverse transcriptase inhibitor


4.
Fusion inhibitor

Answer


3.
Non-nucleoside reverse transcriptase inhibitor

Reference

Katzung 9th Edition Page 817
KD Tripathi 5th Edition Page 724
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The antiretroviral agents can be classified as
1. Nucleoside Reverse Transcriptase Inhibitors (NRTI)

a. Zidovudine

b. Didanosine

c. Zalcitabine

d. Stavudine

e. Lamivudine

f. Abacavir

2. Nucleotide Inhibitor

a. Tenofovir

3. NonNucleoside Reverse Transcriptase Inhibitors (NNRTI)

a. Nevirapine

b. Delavirdine

c. Efavirenz

4. Protease Inhibitors (PI)

a. Saquinavir

b. Ritonavir

c. Lopinavir
d. Indinavir
e. Nelfinavir

f. Amprenavir
5. Fusion Inhibitors

a. Enfuvirtide

Explanation

Self Explanatory
Comments

Nevirapine is typically used as a component of a combination antiretroviral regimen.
Tips

In addition, a single dose of nevirapine (200 mg) has recently been shown to be effective in the prevention of transmission of HIV from mother to newborn when administered to women at the onset of labour and followed by a 2mg/kg oral dose given to the neonate within 3 days after delivery
081.
Anticentromere antibodies are most commonly associated with:


1.
Diffuse cutaneous systemic sclerosis


2.
Mixed connective tissue disease


3.
CREST syndrome


4.
Polymyositis

Answer


3.
CREST syndrome

Reference

Harrison 16th Edition Pages 317, 1979
Robbins 7th Edition Page 229
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The CREST (calcinosis cutis, Raynaud's phenomenon, esophageal dysmotility, sclerodactyly, and telangiectasia) variant of scleroderma is associated with a chronic course and anticentromere antibodies. Mat telangiectasias are an important clue to the diagnosis of the CREST syndrome as well as systemic scleroderma, for they may be the only cutaneous finding
Explanation

Self Explanatory
Comments

	Nature of Antigen 
	Antibody system
	Most common association
	Other Common Diseases

	Many nuclear antigens (DNA, RNA, Proteins)
	Generic Antinuclear Antibodies (ANA) [indirect IF]
	· SLE, Drug Induced LE
	· Systemic Sclerosis - Diffuse

· Limited Scleroderma – CREST

· Sjogren Syndrome

· Inflammatory Myopathis

	Native DNA
	Anti double stranded DNA
	· SLE
	· 

	Histones
	Antihistone
	· Drug Induced Lupus Erythematosus
	· SLE

	Core proteins of small nuclear ribonucleoprotein particles (Smith Antigen)
	Anti-Sm
	· Systemic Lupus Erythematosus (SLE)
	· 

	Ribonucleoprotein (U1RNP)
	Nuclear RNP
	· SLE
	· Systemic Sclerosis - Diffuse

· Limited Scleroderma - CREST

	RNP
	SS-A (Ro)
	· Sjogren Syndrome
	· SLE

	RNP
	SS-B (La)
	· Sjogren Syndrome
	· SLE

	DNA Topoisomerase I
	Scl-70
	· Systemic Sclerosis – Diffuse
	· Limited Scleroderma – CREST

	Centromeric proteins
	Anticentromere
	· Limited Scleroderma – CREST
	· Systemic Sclerosis – Diffuse

	Histidyl-t-RNA synthetase
	Jo-1
	· Inflammatory Myopathies
	· 

	
	
	
	


Tips

	Autoantibodies in Systemic Sclerosis

	Autoantibody
	Clinical Association
	Percenta

	Antitopoisomerase 1
	Diffuse cutaneous SSc
	40

	Anticentromere
	Limited cutaneous SSc
	60-80

	Anti-RNA polymerase I, II, III
	Diffuse cutaneous SSc
	5-40

	Anti-Th RNP
	Limited cutaneous SSc
	14

	Anti-U1 RNP
	Limited cutaneous SSc

Mixed connective tissue disease
	5-10

95-100

	Anti-PM/Scl
	Overlap (SSc, polymyositis)
	25

	a Approximate percentages for the predominant clinical association.


082.
A 58 years old woman, who had backache and recurrent chest infections for 6 months, develops sudden weakness of the legs and urinary retention.  Her investigations show a hemoglobin of 7.3gm/dl, serum calcium 12.6mg/dl, phosphate-2.5mg/dl, alkaline phosphatase-100u/l, serum albumin-3 gm/dl, globulin-7.1gm/dl and urea-178 mg/d.  What is the most likely diagnosis?


1.
Lung cancer


2.
Disseminated tuberculosis


3.
Multiple myeloma


4.
Osteoporosis

Answer


3.
Multiple myeloma

Reference

Harrison 16th Edition Page 658
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Let us analyse the findings
	Findings
	Inference

	A 58 years old woman, 
	Old Age

	who had backache 
	Spinal Pathology

	and recurrent chest infections for 6 months, 
	Problem with Immunity

	develops sudden weakness of the legs and urinary retention.  
	Spinal Pathology

	Investigations 
	Inference

	hemoglobin of 7.3gm/dl, 
	Anemia

	serum calcium 12.6mg/dl, 
	Hypercalcemia

	phosphate-2.5mg/dl, 
	Decreased

	alkaline phosphatase-100u/l, 
	(20 to 120)

	serum albumin-3 gm/dl, 
	Slight decrease (3.5 to 5.5)

	globulin-7.1gm/dl and 
	Grossly Elevated (2 to 3.5)

	urea-178 mg/d.  
	Grossly Elevated – Renal Compromise


What is the most likely diagnosis?

Explanation


1.
Globulin and Urea will not be elevated in Lung cancer


2.
Globulin and Urea will not be elevated in Disseminated tuberculosis


3.
Globulin and Urea will be elevated in Multiple myeloma. In addition all the other clinical signs and biochemical parameters fit into the puzzle

4.
Globulin and Urea will not be elevated in Osteoporosis

Comments

In multiple myeloma, Serum alkaline phosphatase is usually normal even with extensive bone involvement because of the absence of osteoblastic activity

Tips

Based on the Hemoglobin value of <10gm/dl and Serum calcium of 12 gm/dl, we can even diagnose a Stage II Myeloma (Refer the Staging given in Harrison 16th Edition Page 659 Table 98-2)

083.
All of the following drugs are protease inhibitors except:

1.
Nelfinavir


2.
Saquinavir


3.
Abacavir


4.
Ritonavir

Answer


3.
Abacavir

Reference

Katzung 9th Edition Page 815
KD Tripathi 5th Edition Page 724
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Please see question number 80 for the classification of ART (Anti Retro viral Therapy)
Explanation

In contrast to earlier NRTIs. Abacavir is a Guanosine Analog. It is well absorbed following oral administration (83%), is unaffected by food, an dis about 50% bound to plasma proteins.
Comments

You have to remember that Abacavir is not a protease inhibitor inspite of the name ending with “vir”
Tips

Similarly, Tenofovir is a Nucleotide analog and not a protease inhibitor inspite of the name ending with “vir”

084.
Which one of the following clinical findings excludes the diagnosis of polymyositis?


1.
Neck muscle involvement


2.
Extraocular muscle involvement


3.
Dysphagia


4.
Abdominal muscle involvement

Answer


2.
Extraocular muscle involvement

Reference

Harrison 16th Edition Page 2540
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The inflammatory myopathies represent the largest group of acquired and potentially treatable causes of skeletal weakness. On the basis of well defined clinical, demographic, histologic and immunopathological criteria, the inflammatory myopathies can be classified into three major groups: polymyositis (PM), dermatomyositis (DM), and inclusion body myositis (IBM)
Explanation

In most patients, the actual onset of PM is not easily determined, and patients typically delay seeking medical advice for several months. This is in contrast to DM, in which the rash facilitates early recognition (see below). PM is a subacute inflammatory myopathy affecting adults, and rarely children, who do not have any of the following: rash, involvement of the extraocular and facial muscles, family history of a neuromuscular disease, history of exposure to myotoxic drugs or toxins, endocrinopathy, neurogenic disease, muscular dystrophy, biochemical muscle disorder (deficiency of a muscle enzyme), or IBM as excluded by muscle biopsy analysis (see below). 
Comments

PM may occur either in isolation, in association with a systemic autoimmune or connective tissue disease, or with known viral or bacterial infection. D-Penicillamine and, on occasion, zidovudine (AZT) may also produce an inflammatory myopathy similar to PM.
Tips

Agents used in PM and DM include
1. Glucocorticosteroids

2. Immunosupressive drugs

a. Azathioprine

b. Methotraxate

c. Cyclophosphamide

d. Chlorambucil

e. Cyclosporine

3. Immunomodulators

a. Intravenous Immunogloboulin (IVIg)

085.
All of the following are the known causes of osteroporosis except:


1.
Flurosis


2.
Hypogonadism


3.
Hyperthyroidism


4.
Hyperparathyroidism

Answer


1.
Flurosis

Reference
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Few more facts about Fluorine

· Levels in normal water are normally below 1.5 mg/litre

· High Fluoride levels above 5 mg/litre are found in India Thailand and China

· Levels Above 1.5mg/litre produce Dental Fluorosis

· Levels of 3.0 mg/litre to 6.0 mg/litre produce Skeletal Fluorosis

· Levels above 10 mg/litre produce crippling fluorosis

· Foods containing Sorghum (Jowar) can retain more fluoride than rice and this leads to  Genu Valgum and Osteoporosis of lower limbs, more common in Andhra Pradesh and Tamil Nadu 

Explanation

Fluorine directly stimulates the osteoblastic activity and fluoroapatite crystals are laid down and these are unusually resistant to osteoclastic resorption. Other effects are thought to be due to calcium retention, impaired mineralization and secondary hyperparathyroidism
The typical X Ray Features are

1. Osteosclerosis

2. Osteophytosis

3. Ossification of ligamentous and fascial attachments

4. Changes are more marked in spine and pelvis, where the bones become densely opaque

Comments

Skeletal fluorosis is a health effect of excessive accumulation of fluoride in bones leading to changes in bone structure and making them extremely weak and brittle.
The early stages of skeletal fluorosis are characterized by increased bone mass, detectable by x-ray. If very high fluoride intake persists over many years, joint pain and stiffness may result from the skeletal changes. The most severe form of skeletal fluorosis is known as "crippling skeletal fluorosis," which may result in calcification of ligaments, immobility, muscle wasting, and neurological problems related to spinal cord compression.

Tips

Nalgonda technique (developed by NEERI) is used for defluoridation of water

086.
A 28 years old woman having limited cutaneous scleroderma for the last 10 years complains of shortness of breath for last one month.  Her pulmonary function tests (PFT) are as follows:

	
PFT
	Observed
	Predicted

	FVC
	2.63
	2.82

	FEV1
	88%
	80%

	DLCO
	5.26
	16.3


What is the most likely diagnosis in this case?


1.
Interstitial lung disease


2.
Pulmonary artery hypertension


3.
Congestive heart failure


4.
Bronchiectasis

Answer


1.
Interstitial lung disease

Reference

Harrison 16th Edition Page 1500 Table 250-1
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Let us see what Harrison says about the Pulmonary Function test

	Alterations in Ventilatory Function

	
	TLC
	RV
	VC
	FEV1/FVC
	MIP
	MEP 

	Obstructive
	Normal to Increased
	Increased
	Decreased
	Decreaseda
	Normal
	Normal

	Restrictive
	Pulmonary parenchymal
	Decreased
	Decreased
	Decreased
	Normal to Increased
	Normal
	Normal

	
	Extraparenchymalæinspiratory
	Decreased
	Normal to Decreased
	Decreased
	Normal
	Decreased / Normalb
	Normal

	
	Extraparenchymalæinspiratory + expiratory
	Decreased
	Increased
	Decreased
	Variable
	Decreased / Normalb
	Decreased / Normalb

	a Mild obstructive (small airways) disease may have decreased FEF25-75% with normal FEV1/FVC.

	b Reduced if due to respiratory muscle weakness; normal if due to chest wall stiffness.

	NormalOTE:  Normal, normal; for other abbreviations, see text.


Explanation

Now analyzing the data given. Let us work our theobserved and predicted FEV1/FVC
	
PFT
	Observed
	Predicted
	Interpretation

	FVC
	2.63
	2.82
	Decreased

	FEV1
	88%
	80%
	Increased

	DLCO
	5.26
	16.3
	Decreased

	FEV1/FVC
	33.46
	28.36
	Increased


The answer is now obvious. We are dealing with a pulmonary parenchymal disease
Comments

Common clinical measurements of airflow are obtained from maneuvers in which the subject inspires to TLC and then forcibly exhales to RV. Three measurements are commonly made from a recording of exhaled volume versus time¾i.e., a spirogram¾obtained during such a forced expiratory maneuver: (1) the volume of gas exhaled during the first second of expiration [forced expiratory volume (FEV) in 1 s, or FEV1], (2) the total volume exhaled [forced vital capacity (FVC)], and (3) the average expiratory flow rate during the middle 50% of the VC [forced expiratory flow (FEF) between 25 and 75% of the VC, or FEF25-75%, also called the maximal midexpiratory flow rate (MMFR)]

Tips

Also do prepare the various Lung Volumes and capacities from Physiology
087.
Which of the following is least likely to cause infective endocarditis:


1.
Staphylococcus albust


2.
Streptococcus faecalis


3.
Salmonella typhi


4.
Pseudomonas aeruginosa

Answer


3.
Salmonella typhi

Reference

Harrison 16th Edition Page 732
Braunwald 5th Edition Chapter 33

Ananthanarayanan 7th Edition Page 192, 200, 204 and 212

Quality
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Repeat
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Most books

Discussion

Infective endocarditis (IE) is the condition in which there is microbial infection of the endothelial surface of the heart. The characteristic lesion, the vegetation, is a variably sized amorphous mass of platelets and fibrin in which abundant microorganisms and scant inflammatory cells are enmeshed. Heart valves are most commonly involved; however, infection may occur at the site of a septal defect or on chordae tendineae or mural endocardium. Infection of arteriovenous shunts, arterioarterial shunts (patent ductus arteriosus), or coarctation of the aorta, although actually an endarteritis, is clinically and pathologically similar to IE.

Explanation

1. Staph. epidermis was formerly also called as Staph. Albus (page 192). S.epidermis has a predilection to grow on prosthetic heart valves and causes Endocarditis (page 200). A capsular polysaccharide/adhesin of S. epidermidis has increased the organism’s resistance to eradication by host granulocytes and thus may allow an initial small inoculum to proliferate and ultimately cause IE.(Braunwald)
2. Streptococcus fecalis has been reclassified as a separate genus called Enterococcus containing different species for example, E.fecalis, E.fecium, E durans. (Page 212) These organisms, once considered Lancefield group D streptococci, have recently been accorded their own genus, Enterococcus. Although there are at present 12 species of enterococci, Enterococcus faecalis and Enterococcus faecium cause 85 per cent and 10 per cent of cases of enterococcal IE, respectively. Enterococci are part of the normal gastrointestinal flora and cause genitourinary tract infection. Enterococci account for 5 to 15 per cent of cases of NVE and a similar percentage of PVE cases. Occasional cases occur in young women as a consequence of genitourinary tract manipulation or infection. The majority of cases occur, however, in older, predominantly male, patients and have the urinary tract as a likely portal of entry. Enterococci infect either normal or previously abnormal valves and present as either acute or subacute IE. (Braunwald)
3. Salmonella typhi is least likely to cause infective endocarditis
4. P. aeruginosa is the gram-negative bacillus that most commonly causes endocarditis. The proclivity of P. aeruginosa, as opposed to Enterobacteriaceae, to cause IE correlates with its resistance to the bactericidal activity of human sera and its adherence to cardiac valves and platelet-fibrin thrombi. Pseudomonal IE involves normal and abnormal valves on both sides of the heart and often causes valve destruction and heart failure (Braunwald)
Comments

The incidence of IE can be significantly reduced by total surgical correction of some congenital lesions that otherwise predispose patients to IE, e.g., patent ductus arteriosus, atrial septal defect, ventricular septal defect, pulmonary stenosis, and tetralogy of Fallot. Patients with persisting congenital lesions and those with acquired valvular heart disease who remain at risk for IE should be instructed regarding their risk for endocarditis and the potential benefits of antibiotic prophylaxis. Although the recommendations for chemoprophylaxis are often known to patients at risk, dentists, and physicians, compliance with these guidelines is poor
Tips

Maintenance of good oral hygiene may be a more important preventive than procedure-focused chemoprophylaxis. Good oral hygiene decreases the frequency of bacteremias that accompany daily activities (chewing, tooth brushing), events that may entail more risks than the occasional defined endocarditis-prone procedure. Oral hygiene should be addressed before prosthetic valves are placed electively.
088.
All of the following may occur due to hyperkalemia, except:


1.
Prolonged PR interval


2.
Prolonged QRS interval


3.
Prolonged QT interval


4.
Ventricular asystole

Answer


3.
Prolonged QT interval

Reference

Goldberger, Clinical Electrocardiography, a simplified approach, 3rd Edition Page 142
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Hyperkalemia, defined as a plasma K+ concentration >5.0 mmol/L, occurs as a result of either K+ release from cells or decreased renal loss. Increased K+ intake is rarely the sole cause of hyperkalemia since the phenomenon of potassium adaptation ensures rapid K+ excretion in response to increases in dietary consumption. 

The earliest electrocardiographic changes include increased T-wave amplitude, or peaked T waves. More severe degrees of hyperkalemia result in a prolonged PR interval and QRS duration, atrioventricular conduction delay, and loss of P waves. Progressive widening of the QRS complex and merging with the T wave produces a sinewave pattern. The terminal event is usually ventricular fibrillation or asystole.

Explanation

Remember that QT interval does not increase in Hyperkalemia
Comments

· Iatrogenic hyperkalemia may result from overzealous parenteral K+ replacement or in patients with renal insufficiency. 

· Pseudohyperkalemia represents an artificially elevated plasma K+ concentration due to K+ movement out of cells immediately prior to or following venipuncture. Contributing factors include prolonged use of a tourniquet with or without repeated fist clenching, hemolysis, and marked leukocytosis or thrombocytosis. The latter two result in an elevated serum K+ concentration due to release of intracellular K+ following clot formation. Pseudohyperkalemia should be suspected in an otherwise asymptomatic patient with no obvious underlying cause. If proper venipuncture technique is used and a plasma (not serum) K+ concentration is measured, it should be normal.

· Gordon's syndrome is a rare condition characterized by hyperkalemia, metabolic acidosis, and a normal GFR. These patients are usually volume-expanded with suppressed renin and aldosterone levels as well as refractory to the kaliuretic effect of exogenous mineralocorticoids. It has been suggested that these findings could all be accounted for by increased distal Cl- reabsorption (electroneutral Na+ reabsorption), also referred to as a Cl- shunt. A similar mechanism may be partially responsible for the hyperkalemia associated with cyclosporine nephrotoxicity. Hyperkalemic distal (type 4) RTA may be due to either hypoaldosteronism or a Cl- shunt (aldosterone-resistant).

Tips

· QT interval is inversely propotional to the level of Calcium

· QT interval is prolonged in 

· Hypokalemia

· Hypocalcemia

· Quinidine

· Procainamide

· Myocardial ischemia and infarction

· Subarachnoid hemorrhage

· QT Interval is shortened
· In Hyper kalemia as well as in Hypercalcemia

· Digitalis

089.
Renal artery stenosis may occur in all of the following, except:

1.
Atherosclerosis


2.
Fibromuscular dysplasia


3.
Takayasu’s arteritis


4.
Polyarteritis nodosa

Answer


3.
Takayasu’s arteritis


4.
Polyarteritis nodosa

Reference

Harrison 16th Edition Page 1707, 2007, 2009 Tables 306-5 and 306-6
Quality
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Most books

Discussion

Stenosis of the main renal artery and/or its major branches accounts for 2 to 5% of hypertension. The common cause in the middle-aged and elderly is an atheromatous plaque at the origin of the renal artery. In a large unselected autopsy series, stenosis producing > 50% renal artery diameter reduction was found in 18% of those between 65 and 74 years of age and in 42% of those older than 75 years. Bilateral involvement was found in half of the affected cases in both age groups. Ischemic renal disease has emerged as an important cause of end-stage renal disease. It should be considered seriously in elderly individuals, particularly in those with evidence of atherosclerotic arterial disease elsewhere. In elderly patients with myocardial infarction or symptomatic peripheral vascular disease, the incidence of renal arterial stenosis can be up to 40%. In younger women, stenosis is due to intrinsic structural abnormalities of the arterial wall caused by a heterogeneous group of lesions termed fibromuscular dysplasia. (Harrison Page 1707)
Explanation

So we are sure about two conditions leading to Renal Artery Stenosis. Now let us see about the other two conditions

· Takayasu's arteritis
· Takayasu's arteritis is an inflammatory and stenotic disease of medium- and large-sized arteries characterized by a strong predilection for the aortic arch and its branches. For this reason, it is often referred to as the aortic arch syndrome. The disease involves medium- and large-sized arteries, with a strong predilection for the aortic arch and its branches; the pulmonary artery may also be involved. Renal Artery is involved in 38 % of cases. The most commonly affected arteries seen by angiography are 

· Subclavian – 93 % 

· Common Carotid – 58 % 

· Abdominal Aorta – 47 % 

· Renal – 38 % 

· Aortic arch or root – 35 %
· Vetebral – 35 %
· Coeliac Axis – 18 %
· Superior mesenteric – 18 %
· Iliac – 17 %
· Pulmonary – 10 TO 40 %
· Coronary < 10 %

· The involvement of the major branches of the aorta is much more marked at their origin than distally. The disease is a panarteritis with inflammatory mononuclear cell infiltrates and occasionally giant cells.
· POLYARTERITIS NODOSA

· Classic polyarteritis nodosa (PAN) was described in 1866 by Kussmaul and Maier. It is a multisystem, necrotizing vasculitis of small and medium-sized muscular arteries in which involvement of the renal and visceral arteries is characteristic. Classic PAN does not involve pulmonary arteries, although bronchial vessels may be involved; granulomas, significant eosinophilia, and an allergic diathesis are not part of the classic syndrome.

· The pathology in the kidney in classic PAN is predominantly that of arteritis without glomerulonephritis. In contrast, glomerulonephritis is very common in microscopic polyangiitis. In patients with significant hypertension, typical pathologic features of glomerulosclerosis may be seen alone or superimposed on lesions of glomerulonephritis. In addition, pathologic sequelae of hypertension may be found elsewhere in the body.
· Renal Involvement is seen in 60 % of cases
Comments

Looking at Harrison, we have two options
1. Renal involvement in PAN is seen in 60% of cases while in Takayasu, it is 34 % and hence, we choose Takayasu as the answer 

2. On the other hand, in case of Takayasu, there is a classical Renal Artery Stenosis, where is in PAN, small vessels (not the capillaries) are involved. Hence we can go for PAN as the answer. All books state that renal arteries (arteries of the kidney) are involved in PAN, but we are not able to pin point a standard book that tells that “The Renal Artery” (arising from aorta) is involved. Going by the diagram (figure no 11-23) given in Robbins 7th Edition Page 536, I personally opt for PAN as the answer for this question
Tips

If the question had been “renal involvement is seen in all except” then the obvious answer is Takayasu
090.
Sudden cardiac death may occur in all of the following, except:

1.
 Dilated cardiomyopathy


2.
Hypertrophic cardiomyopathy


3.
Eisenmenger’s syndrome


4.
Ventricular septal defect

Answer


4.
Ventricular septal defect

Reference

Harrison 16th Edition Page 1619 Table 258-2
Robbins 7th Edition Page 586
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STRUCTURAL CAUSES of Cardiac Arrest and Sudden Cardiac Death
I. Coronary heart disease

A. Coronary artery abnormalities

1. Chronic atherosclerotic lesions

2. Acute (active) lesions (plaque fissuring, platelet aggregation, acute thrombosis)

3. Anomalous coronary artery anatomy

B. Myocardial infarction

1. Healed

2. Acute

II. Myocardial hypertrophy

A. Secondary

B. Hypertrophic cardiomyopathy

1. Obstructive

2. Nonobstructive

III. Dilated cardiomyopathyæprimary muscle disease

IV. Inflammatory and infiltrative disorders

A. Myocarditis

B. Noninfectious inflammatory diseases

C. Infiltrative diseases

V. Valvular heart disease

VI. Electrophysiologic abnormalities, structural

A. Anomalous pathways in Wolff-Parkinson-White syndrome

B. Conducting system disease

C. Membrane channel structure (e.g., congenital long QT syndrome)

FUNCTIONAL CONTRIBUTING FACTORS of Cardiac Arrest and Sudden Cardiac Death
I. Alterations of coronary blood flow

A. Transient ischemia

B. Reperfusion after ischemia

II. Low cardiac output states

A. Heart failure

1. Chronic

2. Acute decompensation

B. Shock

III. Systemic metabolic abnormalities

A. Electrolyte imbalance (e.g., hypokalemia)

B. Hypoxemia, acidosis

IV. Neurophysiologic disturbances

A. Autonomic fluctuations: central, neural, humoral

B. Receptor function

V. Toxic responses

A. Proarrhythmic drug effects

B. Cardiac toxins (e.g., cocaine, digitalis intoxication)

C. Drug interactions

Explanation

Self Explanatory
Comments

The ultimate mechanism of Sudden Cardiac Death (SCD) is most often a lethal arrhythmia (e.g. asystole, ventricular fibrillation)
Tips

Cardiac disorders constitute the most common causes of sudden natural death. After an initial peak incidence of sudden death between birth and 6 months of age (the sudden infant death syndrome), the incidence of sudden death declines sharply and remains low through childhood and adolescence.
091.
All of the following are risk factors for atherosclerosis except:

1.
Increased waist-hip ratio


2.
Hyperhomocysteinemia


3.
Decreased fibrinogen levels


4.
Decreased HDL levels

Answer


3.
Decreased fibrinogen levels

Reference

Harrison 16th Edition Pages 1427, 1430
Quality
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The major risk factors (exclusive of LDL Cholesterol) that modify LDL goals
1. Cigarette smoking

2. Hypertension (BP >= 140/90 mmHg or on antihypertensive medication)

3. Low HDL Cholesterol (<1.0mmol/L  or <40mg/dl)

4. Diabetes mellitus

5. Family history of premature CHD

a. CHD in male first degree relative < 55 years

b. CHD in female first degree relative < 65 years

6. Age

a. Men >= 45 years

b. Women >= 55 years 

7. Lifestyle risk factors

a. Obesity (BMI >= 30 kg/m2)

b. Physical inactivity

c. Atherogenic diet

8. Emerging risk factors

a. Lipoprotein(a)

b. Homocysteine

c. Prothrombotic factors

d. Proinflammatory factors

e. Impaired fasting glucose

f. Subclinical atherogenesis

Explanation

Self Explanatory
Comments

Clinical Manifestation of the metabolic syndrome – Any three risk factors
	Risk Factor
	Defining level

	Abdominal obesity in Men
	>102 cm (> 40 inches)

	Abdominal obesity in Women
	> 88 cm (> 35 inches)

	Triglycerides
	>1.7 mmol/L (>150 mg/dL)

	HDL Cholesterol in Men
	<1.0 mmol/L (<40 mg/dL)

	HDL Cholesterol in Women
	<1.3 mmol/L (<50 mg/dL)

	Blood Pressure
	>= 130/>=85 mm Hg

	Fasting Glucose
	>6.1 mmol/L (>110mg/dL)


Tips

The above table has been taken from Harrison. Any how, it is advisable to always write the Blood pressure measurements in Even Numbers, when measuring with the Indian sphygmomanometer.
092.
All of the following may occur in Down’s syndrome except:

1.
Hypothyroidism


2.
Undescended testis


3.
Ventricular septal defect


4.
Brushfield’s spots

Answer

2. Undescended testin
Reference

OP Ghai 6th Edition Page 592
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Features of Down’s Syndrome are Hypotonia, flat face, upward and slanted palpebral fissures and epicanthic folds, speckled irides (Brushfield spots); varying degrees of mental retardation; dysplasia of the pelvis, cardiac malformations, and simian crease; short, broad hands, hypoplasia of middle phalanx of 5th finger, intestinal atresia, and high arched palate; 5% of patients with Down syndrome are the result of a translocation—t(14q21q), t(15q21q), and t(13q21q)—in which the phenotype is the same as trisomy 21 Down syndrome.
 

Explanation

About 13-54 % of the children with Down syndrome have hypothyroidism. Thyroid function tests are recommended once in the neonatal period/at first contact and then every year. This should also include anti thyroid antibodies
Comments

VSD and Brushfield spots are well known manifestations. The main problem in this question is to choose between Hypothyroidism and Undescended testis. We go by O.P.Ghai and choose Undescended testis as our answer
Tips

About 40% of children with Down Syndrome have congenital heart disease (CHD). Endocardial cushion defects are the most common, followed by VSD.
093.
All of the following may be seen in patients of cardiac tamponade except:

1.
Kussmaul’s sign


2.
Pulsus paradoxus


3.
Electrical alternans


4.
Right ventricular diastolic collapse on echocardiogram

Answer

Reference

Harrison 16th Edition Page 1416 Table 222-2
Quality

Reader
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	Characteristic features
	Tamponade
	Constrictive

Pericarditis
	Restrictive

Cardiomyopathy
	RV Myocardial 
Infarction 

	Clinical
	
	
	
	

	Pulsus paradoxus
	Common
	Usually absent
	Rare
	Rare

	Jugular veins
	
	
	
	

	Prominent y descent
	Absent
	Usually present
	Rare
	Rare

	Prominent x descent
	Present
	Usually present
	Present
	Rare

	Kussmaul's sign
	Absent
	Present
	Absent
	Present

	Third heart sound
	Absent
	Absent
	Rare
	May be present

	Pericardial knock
	Absent
	Often present
	Absent 
	Absent

	Electrocardiogram
	
	
	
	

	Low ECG voltage
	May be present
	May be present
	May be present
	Absent

	Electrical alternans
	May be present
	Absent
	Absent
	Absent

	Echocardiography
	
	
	
	

	Thickened pericardium
	Absent
	Present
	Absent
	Absent

	Pericardial calcification
	Absent
	Often present
	Absent
	Absent

	Pericardial effusion
	Present
	Absent
	Absent
	Absent

	RV size
	Usually small
	Usually normal
	Usually normal
	Enlarged

	Myocardial thickness
	Normal
	Normal
	Usually increased
	Normal

	Right atrial collapse and RVDiastolic Collapse
	Present
	Absent
	Absent
	Absent

	Increased early filling, Increased mitral flow velocity
	Absent
	Present
	Present
	May be present

	Exaggerated respiratory variation in flow velocity
	Present
	Present
	Absent
	Absent

	CT/MRI
	
	
	
	

	Thickened/calcific pericardium
	Absent
	Present
	Absent
	Absent

	Cardiac catheterization
	
	
	
	

	Equalization of diastolic procedures
	Usually present
	Usually present
	Usually absent
	Absent or present

	Cardiac biopsy helpful?
	No
	No
	Sometimes
	No


Explanation

Self Explanatory
Comments

This table is a source of many a questions in almost all All India and AIIMS Exams
Tips

Prominent y descent seen in Constrictive Pericarditis is called as Diastolic Dip or Friedreich’s Sign

094.
A 15 year old female presents with primary amenorrhoea. Her breasts are Tanner 4 but she has no axillary or pubic hair.  The most likely diagnosis is:


1.
Turner’s syndrome


2.
Mullerian agenesis


3.
Testicular feminization syndrome


4.
Premature ovarian failure

Answer


3.
Testicular feminization syndrome

Reference

Harrison 16th Edition Page 2218
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Complete testicular feminization (also called complete androgen insensitivity) is a common form of male pseudohermaphroditism; estimates of frequency vary from 1 in 20,000 to 1 in 64,000 male births. It is the third most common cause of primary amenorrhea after gonadal dysgenesis and congenital absence of the vagina. The features are characteristic. Namely, a woman is ascertained either because of inguinal hernia (prepubertal) or primary amenorrhea (postpubertal). The development of the breasts, the habitus, and the distribution of body fat are female in character so that most have a truly feminine appearance. Axillary and pubic hair is absent or scanty, but some vulval hair is usually present. Scalp hair is that of a normal woman, and facial hair is absent. The external genitalia are unambiguously female, and the clitoris is normal. The vagina is short and blind-ending and may be absent or rudimentary. All internal genitalia are absent except for testes that contain normal Leydig cells and seminiferous tubules without spermatogenesis. The testes may be located in the abdomen, along the course of the inguinal canal, or in the labia majora. Occasionally, remnants of mullerian or wolffian duct origin are present in the paratesticular fascia or in fibrous bands extending from the testis. Patients tend to be rather tall, and bone age is normal. Psychosexual development is unmistakably female with regard to behavior, outlook, and maternal instincts.

Explanation

Note that the breasts are of Tanner Stage 4, and that implies a well developed breasts and leads to the diagnosis of Testicular feminization syndrome. If you are wondering as to what is the Tanner Stage 4, here is a list for you
	Tanner Stage
	Breast
	Picture
	Schematic Diagram

	Tanner Stage 1
	The preadolescent breast (known medically as stage 1 per Tanner's sex maturity ratings) consists of a small elevated nipple with no significant underlying breast tissue. (Tanner's stages are based on studies of white English girls.  An American survey found that black girls tended to advance more quickly.)
	Pre-pubertal, elevation of papilla only.  [image: image1.jpg]



	[image: image2.png]




	Tanner Stage 2
	Puberty begins (usually between ages of 8 and 13, average age is 11) with the development of breast tissue and pubic hair.  With the hormonal changes of puberty, breast buds form.  This second stage of breast development is the breast bud stage.  Here, there is elevation of the breast and nipple as a small mound; the areola begins to enlarge.  Milk ducts inside the breast begin to grow.
	Breast budding [image: image3.jpg]



	[image: image4.png]




	Tanner Stage 3
	In stage 3, there is further enlargement and elevation of the breast and areola (with no separation of their contours)  The areola begins to darken in color.  The milk ducts give rise to milk glands that also begin to grow.
	Enlargement of breast and areola with no separation of contour [image: image5.jpg]i




	[image: image6.png]




	Tanner Stage 4
	Next, there is projection of the areola and nipple to form a secondary mound (stage 4).
	Areola and papilla form a second mount above the breast [image: image7.jpg]



	[image: image8.png]




	Tanner Stage 5
	In the mature adult breast (stage 5), there is projection of the nipple only (though in some woman the areola continues to form a secondary mound).  
	Mature female breast [image: image9.jpg]



	[image: image10.png]





	Tanner Stage
	Pubic Hair
	Schematic Representation

	Tanner Stage 1
	The stage 1  preadolescent has no pubic hair except for a fine "peach fuzz" body hair.


	None
[image: image11.png]




	Tanner Stage 2
	In stage 2, there is sparse growth of long, slightly darkened, downy hair mostly along the labia.  This hair is usually straight or only slightly curled.
	Pubic hair sparse, long, straight, slightly pigmented hair along labia
[image: image12.png]




	Tanner Stage 3
	In stage 3, the pubic hair becomes darker, coarser, and curlier.  It now grows sparsely over the mons veneris area.
	Pubic hair is darker, curlier, and coarser with increased distribution on pubes
[image: image13.png]




	Tanner Stage 4
	In stage 4, the hair grows in more densely. It becomes as coarse and curly as in the adult, but there is not as much of it.
	Pubic hair adult type hair, no spread to medial surface of thighs
[image: image14.png]




	Tanner Stage 5
	The mature adult, stage 5, has the classic coarse and curly pubic hair that extends onto the inner thighs.


	Pubic hair adult, resemblance to inverted triangle with spread to medial thighs
[image: image15.png]





Comments

The major complication of undescended testes in this disorder, as in all forms of cryptorchidism, is the development of tumors. Since affected individuals undergo normal pubertal growth and feminize at the time of expected puberty and since testicular tumors rarely develop until after puberty, it is usual to delay gonadectomy until after the time of expected puberty. Prepubertal gonadectomy is indicated if the testes are present in the inguinal region or labia majora and result in discomfort or hernia formation. (If hernia repair is indicated prepubertally, most physicians prefer to remove the testes at the same time to limit the number of operative procedures.) If the testes are removed prepubertally, estrogen therapy is required at the appropriate age to ensure normal growth and breast development. Postpubertal gonadectomy causes menopausal symptoms and other evidence of estrogen withdrawal, and suitable estrogen replacement is indicated.

Incomplete testicular feminization is about one-tenth as frequent as the complete form. In this disorder there is minor virilization of the external genitalia (partial fusion of the labioscrotal folds and/or some degree of clitoromegaly), normal pubic hair, and mixed virilization and feminization at the time of expected puberty. The vagina is short and blind-ending, but in contrast to the complete form, the wolffian duct derivatives are often partially developed. Since women with the incomplete disorder virilize at the time of expected puberty, gonadectomy should be performed before the expected time of puberty in all prepubertal patients with clitoromegaly or posterior labial fusion.

Tips

Reifenstein syndrome (also called partial androgen insensitivity) is the term applied to forms of incomplete male pseudohermaphroditism initially described by a number of eponyms (Reifenstein syndrome, Gilbert-Dreyfus syndrome, Lubs syndrome). These syndromes are mutations that partially impair the function of the androgen receptor. The most common phenotype is a man with perineoscrotal hypospadias and gynecomastia, but the spectrum of defective virilization in affected families ranges from men with azoospermia to phenotypic women with pseudovaginas. Axillary and pubic hair is normal, but chest and facial hair is scanty. Cryptorchidism is common, the testes are small, and azoospermia is present. Some have defects in wolffian duct derivatives such as absence or hypoplasia of the vas deferens. Since the psychological development in most is unequivocally male, the hypospadias and cryptorchidism should be corrected surgically. The treatment of the gynecomastia is surgical removal.

A disorder of the androgen receptor that is not actually a form of male pseudohermaphroditism is manifested as infertility and/or undervirilization in phenotypic men. Some such individuals are minimally affected members of families with Reifenstein syndrome in whom azoospermia is the only manifestation of the receptor defect. The undervirilized fertile male is an even more subtle manifestation of androgen receptor defect. In these families, affected men have gynecomastia and undervirilization, and some are fertile. More commonly, however, individuals with negative family histories present with male infertility with or without undervirilization.

095
The common side effect with Fluoxetine therapy is:


1.
Seizure


2.
Anxiety


3.
Hypotension


4.
Loose stools

Answer


4.
Loose stools

Reference

Katzung 9th Edition Page 493 Table 30.5
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The main adverse effects of SSRI (Selective Serotonin Reuptake Inhinbitors) are
1. Gastrointestinal symptoms

2. Decreased libido, sexual dysfunction

3. Sleep disturbances and sleep impairment

Explanation

Self Explanatory
Comments

Other side effects include
1. Anxitey (acutely)

2. Tremor

3. Altering drug levels by inhibition of one or more Cytochrome P450

Tips

Citalopram and Escitalopram do not inhibit Cytochrome P450
096
A young girl has consumed barium carbonate with suicidal intent.  She complains of generalized muscle weakness.  The most likely electrolyte is:


1.
Hyponatremia


2.
Hypocalcemia


3.
Hypokalemia


4.
Hypomagnesemia

Answer


3.
Hypokalemia

Reference

Harrison 16th Edition Page 259 Table 41-3
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Soluble barium salts are more toxic. These are

1. Barium Chloride – colourless rhombic crystals
2. Barium Nitrate - 
3. Barium Sulphide – grayish black powder, a deadly poison and used as depilatory
4. Barium Carbonate – Rat poison
5. Barium hydrate

Barium Sulphate is insoluble and not toxic
Explanation

Barium toxicity manifests as Hypokalemia

Comments

Death occurs by paralysis of respiratory muscles and ventricular fibrillation. 
Tips

· Old stock of Barium Sulphate may change into Barium sulphide in small amount and cause poisoning, when used for X Ray
· Accidental poisoning has occurred due to contamination of food grains with grains treated with barium carbonate for rat killing

097
All of the following antibacterial agents acts by inhibting cell wall synthesis, except:

1.
Carbapenems.


2.
Monobactams


3.
Cephamycins


4.
Nitrofurantoin

Answer

4.
Nitrofurantoin

Reference

Katzung 9th Edtion Page 829
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Cell wall synthesis is inhibited by
1. Penicillin

2. Cephalosporins

3. Monobactams

4. Carbapenems

Explanation

Suceptible bacteria appear to enzymatically reduce nitrofurantoin to generate reactive intermediates which damage DNA

Comments

Nitofurantoin is primarily a bacteriostatic compound, but may be cidal at higher concentration and in acidic urine.
Tips

The only indication for Nitofurantoin is urinary tract infection, but is seldom used now.
