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Stereochemistry 

4.1 Stereochemistry and stereoisomerism 

The science of organic chemistry, we said, is based on the relationship between 
molecular structure and properties. That part of the science which deals with 
structure in three dimensions is called stereochemistry (Gr.: stereos, solid). 

One aspect of stereochemistry is stereoisomerism. Isomers, we recall, are 
different compounds that have the same molecular formula. The particular kind of 
isomers that are different from each other only in the way the atoms are oriented 
in space (but are like one another with respect to which atoms are joined to which 
other atoms) are called stereoisomers. 

Pairs of stereoisomers exist that differ so little in structure- and hence in 
properties-that of all the physical measurements we can make, only one, involving 
a special instrument and an unusual kind of light, can distinguish between them. 
Yet, despite this close similarity, the existence of such stereoisomers provides us 
with one of our most sensitive probes into mechanisms of chemical reactions; very 
often, one of these isomers is selected for study, not because it is different from 
ordinary compounds in its three-dimensional chemistry, but because it can be 
made to reveal what ordinary compounds hide. And, again despite their close 
similarity, one isomer of such a pair may serve as a nourishing food, or as an 
antibiotic, or as a powerful heart stimulant, and the other isomer may be useless. 

We have already (Sees. 3.3 and 3.5) begun our study of the branch of 
stereochemistry called conformational analysis. In this chapter we shall, first, learn 
how to predict the existence of the kinds of stereoisomers called enantiomers and 
diastereomers, how to represent and designate their structures, and, in a general 
way, how their properties will compare. Then, in the latter part of the chapter, the 
emphasis will shift from what these isomers are to how they are formed, what they 
do, and what they can tell us . But stereochemistry permeates organic chemistry, 
and we shall return to it again and again throughout the rest of the book: to add to 
our knowledge of the fundamental concepts of stereochemistry ; and simply to use 
it to help us understand what is going on in chemical reactions. 
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We have already (Sec-s. 3.3 and 3.5} began our study of the branch of

stereochemistry called conformational analysis. In this chapter we shall, first, learn

how to predict the existence of the kinds of stereoisomers called emotiomers and
diosrereomers. how to represent and designate their structures, and. in a general

way. how their properties will compare. Then. in the latter part ofthe chapter, the
emphasis will shift from what these isomers are to how they are formed, what they

do, and what they can tell us. But stereochemistry permeates organic chemistry.

and we shall return to it again and again throughout the rest ofthe book: to add to

our knowledge ofthe fundamental concepts of stereochemistry: and simply to use

it to help us understand what is going on in chemical reactions.

123

DR. REDDY’S LABS., INC. EX. 1065 PAGE 3

 

f  

F
in

d
 a

u
th

e
n
ti
c
a
te

d
 c

o
u
rt

 d
o
c
u
m

e
n
ts

 w
it
h
o
u
t 

w
a
te

rm
a
rk

s
 a

t 
d
o
c
k
e
ta

la
rm

.c
o
m

. 

https://www.docketalarm.com/


124 STEREOCHEMISTRY CHAP.4 

4.2 Isomer number and tetrahedral carbon 

Let us begin our study of stereochemistry with methane and some of its simple 
substitution products. Any compound, however complicated, that contains carbon 
bonded to four other atoms can be considered to be a derivative of methane; and 
whatever we learn about the shape of the methane molecule can be applied to the 
shapes of vastly more complicated molecules. 

The evidence of electron diffraction, x-ray diffraction, and spectroscopy shows 
that when carbon is bonded to four other atoms its bonds are directed toward the 
corners of a tetrahedron. But as early as 1874, years before the direct determination 
of molecular structure was possible, the tetrahedral carbon atom was proposed by 
J. H. van't Hoff (while he was still a student at the University of Utrecht) and, 
independently, J. A. LeBel. Their proposal was based upon the evidence of isomer 
number. 

For any atom Y, only one substance of formula CH3 Y has ever been found. 
Chlorination of methane yields only one compound of formula CH3Cl; bromination 
yields only one compound of formula CH3Br. Similarly, only one CH3F is known, 
and only one CH31. Indeed, the same holds true if Y represents, not just an atom, 
but a group of atoms (unless the group is so complicated that in itself it brings 
about isomerism); there is only one CH30H, only one CH3COOH, only one 
CH3S03 H. 

What does this suggest about the arrangement of atoms in methane? It suggests 
that every hydrogen atom in methane is equivalent to every other hydrogen atom, 
so that replacement of any one of them gives rise to the same product. If the 
hydrogen atoms of methane were not equivalent, then replacement of one would 
yield a different compound than replacement of another, and isomeric substitution 
products would be obtained. 

In what ways can the atoms of methane be arranged so that the four hydrogen 
atoms are equivalent? There are three such arrangements: (a) a planar arrangement 
(I) in which carbon is at the center of a rectangle (or square) and a hydrogen atom 

1 
H H H 

II III 

is at each corner; (b) a pyramidal arrangement (II) in which carbon is at the apex 
of a pyramid and a hydrogen atom is at each corner of a square base; (c) a 
tetrahedral arrangement (III) in which carbon is at the center of a tetrahedron and 
a hydrogen atom is at each corner. 

How do we know that each of these arrangements could give rise to only one 
substance of formula CH3 Y? As always for problems like this, the answer lies in 
the use of molecular models. (Gumdrops and toothpicks can be used to make 
structures like I and II, for which the bond angles of ordinary molecular models are 
not suited.) For example, we make two identical models of I. In one model we 
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that every hydrogen atom in methane is equivalent to every other hydrogen atom,

so that replacement of any one of them gives rise to the same product. If the
hydrogen atoms of methane were not equivalent, then replacement of one would

yield a difierent compound than replacement of another, and isomeric substitution
products would be obtained.

In what ways can the atoms ofmethane be arranged so that the four hydrogen
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of a pyramid and a hydrogen atom is at each comer of a square base: (cl a
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SEC. 4.3 OPTICAL ACTIVITY. PLANE-POLARIZED LIGHT 125 

replace, say, the upper right-hand H with a different atom Y, represented by a 
differently colored ball or gumdrop; in the other model we similarly replace, say, 
the lower right-hand H. We next see whether or not the two resulting models are 
superimposable; that is, we see whether or not, by any manipulations except bending 
or breaking bonds, we can make the models coincide in all their parts. If the two 
models are superimposable, they simply represent two molecules of the same 
compound; if the models are not superimposable, they represent molecules of 
different compounds which, since they have the same molecular formula, are by 
definition isomers (p. 40). Whichever hydrogen we replace in I (or in II or III), we 
get the same structure. From any arrangement other than these three, we would get 
more than one structure. 

As far as compounds of the formula CH3 Y are concerned, the evidence of 
isomer number limits the structure of methane to one of these three possibilities. 

For any atom Y and for any atom Z, only one substance of formula CH2YZ has 
ever been found. Halogenation of methane, for example, yields only one compound 
of formula CH2Cl 2 , only one compound of formula CH2Br2 , and only one 
compound of formula CH2C1Br. 

Of the three possible structures of methane, only the tetrahedral one is 
consistent with this evidence. 

Thus, only the tetrahedral structure for methane agrees with the evidence of 
isomer number. It is true that this is negative evidence; one might argue that 
isomers exist which have never been isolated or detected simply because the 
experimental techniques are not good enough. But, as we said before, any compound 
that contains carbon bonded to four other atoms can be considered to be a 
derivative of methane; in the preparation of hundreds of thousands of compounds 
of this sort, the number of isomers obtained has always been consistent with the 
concept of the tetrahedral carbon atom. 

There is additional, positive evidence for the tetrahedral carbon atom: the 
finding of just the kind of isomers-enantiomers-that are predicted for compounds 
of formula CWXYZ. It was the existence of enantiomers that convinced van't 
Hoff and LeBel that the carbon atom is tetrahedral. But to understand what 
enantiomers are, we must first learn about the property called optical activity. 

4.3 Optical activity. Plane-polarized light 

Light possesses certain properties that are best understood by considering it 
to be a wave phenomenon in which the vibrations occur at right angles to the 
direction in which the light travels. There are an infinite number of planes passing 
through the line of propagation, and ordinary light is vibrating in all these planes. 
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to be a wave phenomenon in which the vibrations occur at right angles to the
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through the line of propagation, and ordinary light is vibrating in all these planes.

 

DR. REDDY’S LABS., INC. EX. 1065 PAGE 5

f  

F
in

d
 a

u
th

e
n
ti
c
a
te

d
 c

o
u
rt

 d
o
c
u
m

e
n
ts

 w
it
h
o
u
t 

w
a
te

rm
a
rk

s
 a

t 
d
o
c
k
e
ta

la
rm

.c
o
m

. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
	� Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

	� Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
	� With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

	� Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
	� Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

	� Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


